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<P>PROBLEM TO BE SOLVED: To provide a 
new phamriaceutical having RFRP receptor 
function regulating action. <P>SOLUTION: 
This RFRP receptor function regulating agent 
contains a compound expressed by formula (I) 
[ring A is an aromatic ring which may be 
substituted; ring B Is a benzene ring which 
may be substituted; X is O. S(0)<SB>n</SB> 
(n is an integer of 0 to 2) or NR<SP>3</SP> 
(R<SP>3</SP>is H, a hydrocarbon group 
which may be substituted or a heterocyclic 
group which may be substituted); and 
R<SP>1</SP>and R<SP>2</SP>are each H. 
a hydrocariDon group which may be substituted 
or a heterocyclic group which may be 
substituted], its salt or its prodrug. 
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( Q«4a^« Baf*»/i>S{fiiSS»«T-aiftS*l-C v^T t J: 5:3:v^ L 8S<^S 

( f ) iC-NH-CO-NRi 9 (R2 0) 
(Ri 5 (4 
( a a) 

(bb) 1BR»Bff3&>^.a{f<x2.^«-CSglS<xt:v^TtJ:V^C6 _ i 4 
R2 0 (i 

(a a) *««^, tfM 

(b b ) ffi^SBp*>/j>a!{f<xsiBftST-a«is*tTv^Tt iv^c, _ 6 r 

;Udf/PSSr^-^-) X'^^tlhm. 
(g) iS-CO-J 
( J{4 

(aa) ±ie<7)m§ixT«'>Ti)J:V>bHD^>'S. Sf^ti 

(bb) iJfif^saraSixTV^TtiV^TSyaSrS^i-) -CSSixSai. 

5 TyP^yPS, C3 - 1 0 i^^'DTyp^/uS. C2 - 1 s 7J\^y-Ji^. C3 _ 1 0 ->^' 
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aT)Uir-/\^^ C2 - 8 TJl^^~/i^^ C, _ 1 g T^^P^/l-S^ Cg - 1 4 TV-A' 

(iii) JiiecOtl«$ixTV^Tt.J:v^tS3g^ST'3b-I.JJe C 1 D leKoSiI. 

C 3 4 D S!lD*^5^AP*>i^>St^i^&^ST1i^SSit■rv^T t> iV^'^V-tVgfC. 

( i ) tfzii 

(ii) EJe«Baf*>^>SitfiiS^STaM$ilTV^-CtJ:>r\ (a) Cj _ g T/l-dfU 

ym. (b) C2 - 6 T;i^^-u->'^^ (c) C2-6 7';w^-^>'i£. (cDCg., 
4 Tv-/mcr)2mcr>^m^i)^t>7iimwi'f^m\^fc^. tfm (e) C3 _ s i^^'nr 

( i ) -0-, 

(ii) -NR8 - 
(R8 (i 

( a ) 

(b) ±IBi7)a^$<tTV^TtJ:V^^fl:7KS?«. tttii 

(c ) JiEioam$iiT^^Ti,J:v^SSaiS$-*-r) . ^^vTti 

(iii) -S (O) n2 - (n2 liO—2<nS^im-t) f. 

G3 *<a^SBSF*^4>Si{fil^a^STaM$^irv^Tt>iV\ (a) C, _ e r;U=^f^ 
X*. (b) C2 - 6 T/l-ir-u-V'S, (c) C2-6 7;l-^-^>'S, (d)C6-i 
4 ry-;l^2ffl<OD8RJI^3&>4>*«iS^^rHiV^;ta. i^iU (e) C3 _ e i^^oT 

( i ) 

(ii) ±ie(^im§*trv^-ct>j:v^Rflyk«s. 

(iii) Jje'^Ti^yPS. 

(iv) ±E<OlS^$ilTV^Tt>iV>;fr;WN't'f;PS. 

(v) JiXTJi^^^tifz:^/l'7i(^'>/vm (±ieox;^7^/Hb$<xTv^TtJ:v%*;Udf=^i/- 
;l^A»'ojfflS<0;*;U;)f^>';HSSr^v%^cS) . itili 

(vi) JbBiOSBft^nTV^TtiV^aSRiRST, 

:SC3!rJ$A>(cffiSSAP*»/i>S{fitSitSai-C«R$nTV^Tt>J:vv^<.yHf>'i||-c. 
( i ) *«lSf^ , 

(ii) jjaotBrn^fLTv^rtiv^^-ftTic^ii, 

( i ii ) Jiie<^Si^SilT (-^T t i l^lSa^miT, 

StfiXTt'vxoK^- 1 L 3aS^■^^T-v^T t J: ^^5^i:v^ L 1 OgO*M*SS5-m L 

G2 *<-NR8 -(^m^l,zliR4 tRS j&^-^LT, {BeSBS*>^S{fix-SiH«ST-B 
mSi^T<r^Tt><tv^ ^M^t Hi<?DS*ll^Jj«'Mc. lagil^. KUlS^fc it^MS 
®^*»'?>3!tf iXJt'^-T'-oll?- 1 ^ L 3 «^rir^T^ •'T t J: 5 ^rv ^ L 1 0 gtO^MSR 
ailrJg^LTv^Tt J:v^±ie C 1 2 D leSS^Ofl:-^, 

v^r 5 ysT-ftsue c 1 3 D ^ofl:^. 

C3 6 D R6 ^^'iieioam^iiTv^Tt it^JR-fbKaiaai^tJiLhieiOJKft^ixTV^Tt J: 
l^S^ST'S>S±ie CI 4 3 lEKiO^t^. 

C 3 7 D aiD*s{Bft||AP*»4>S«ix*aBftS-CBa$fiTV^T t J: w^vHf^^igx-, 
G3 *ia»SBS*>i^SI{fixl.{BeST-11^Sit-CV^-Ci.J:V\ (a) C, _ g Tyl-dfW 
(b) C2 - 6TlU-y—Uym. ic) C2 - eTJU^-Uym. (tDCg-, 



(21) 



J»S2004-331659(P2004-331659A) 



( i ) TkSM^. 

(ii) ±mcomm^tix\i'^xtx\'^m^mm. 

(iii) ±ie^ri^;us. 

(iv) ±iSOg}!ft§iiTV^Tt>J:V^;&;W<^>f;PS. 

mcffi$ ^izfmmAm^p>&^£tiiswmxwsi^tix\^^x hx\^^<y^ymx\ 

( i ) 

(ii) ±fe^l»$iiTV^Tt>J:V^«>ft*«S. iLfcli 

(iii) ±fB^S^$tlTV^Tt>J:^^1t^ST\ 

miitlfz^T^m^ 1 =S:V ^ L 3 SSrii'^^ < h t> 1 ffl-^-AT^ ^Ttiv^S^rV^LlO 
[0007] 

LXit. mtii. i-^yx.y. yyy. ^yY [b] ^:t7xy. <yY 

[b] ^yx>( ^yX:t*^fy-;K ^^^r^rv-zu. ^yx^ 

y^TV^/K [2, s-bif-^^xv. trn^-zu. >r^:ry-;^. f^V'-zP 
. trus/:^. h^7S^>. tru^i^'^-. tf'jri^'v, >f>'h'-;K >fy>f>H-;p> ih- 
^fy^y-zK ryy. 4H-^yu>^'>': >fy^yyv. ^J^jy. y^y'Jy. ^y 
i-Vi^y. ^y^^vy. ^•^yu^^. i^yyvy. ;<7;w\V-;k ys-;^?/^^'^^. :7 
jii-yhVi^y. T:^V'Jy. 7x^i^'y. ^ry-;p. ^fy^rv^-zi-. 7xyf-T>-' 

m mtL<imm) ^n^j:\^Lwmm {ntL<\titti\i2m) <o^mm m. ^y 
^ymm) tm^Lxm^^tifzmmtiim^^^tii^. ^j:i)-xi,. m^^mmmmmm 
tL<. mm. ^:tyxy. t:^y-;K trui^v. tr^i^v. 

[0008] 

^tix^^xtx^^nmmm. mm^tix\^xi:>x^^^vn^zym. a^^fiTv^Ttiv^ 
mBf)^^Lx\^-^xi>x^^m^tLx\±. mta. ^^ayym^ imm. y^m. ^ 
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[{till 




5 



mK^fz\m^im\.x\yx\>^\^wmhvx<r> ^mk^ixx\^x%,i.\^wicm^ 

. ^yyf-;U. sec-y^;U. tert-y^/l^, ^>'^;P. :^:t^v^;P. 

y-;P. ri^^l^. ^Vri^/U. hUri^/l-. xh^ri^/l^. 

f-zu. i^^n^^£/;K x^n^r^;u. i/^n:t:5'f';l^. TrJ^-^y^/P^^'cT) . 
1 0 l^9uT)V^)Vm} ^j:}£ifm\^^hti. J:01ftL<(iC3 _ q i^^uT)V^)Vmi)m 

[0009] 

M •'T/P^x/PSj ^tT(i:. ^;c{f. x^-;P, 1-rotx/K 'TnJVV^}V. 1 
-rf-r./U, 2-:/f*X7P. l-'O^x/P, 2-'<>'^x;U, 3 -^^.y^xyp^rifcO r 

;P-Ci . 6 T;u^;P^J;t^. ( l-^^f-zP) ^f-zi^. 2- ( l 

x^;P. 2- (2-:h7^;P) x^;U55:i:^'^7f-;L'-Ci ^ g r;U^y^2£^:if;&5^v^/?> 

^xl>^ 

Krry-;USj tLXl±. ^;ltf7xx;p, j 2—^7^;^ 7x-^:^ 

hU/U. T>'h'J;Hanthryl)^ri:0^#]K*aK. 281^^:^^^ 381^^0 g . j 4 T 

ir^7)C6 1 0 rU-z^ai. J:0ff*L<«7xx;i.;&5fflV^/i>fi^». 
[0010] 
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. (vii)Ci - 6 T;U3:3{^i^~;^;U.1^:i;US (Wz.tf. ;^ h:aei^;^;i..if-;u, xh^i^;<^ 
{ix)/Nn^^yJ!I^ y y^. M*. . (x)^\niryit$tLX 

T-^$iiTV^Tt>J;V^Ci _ g T/Pn^v-S. Cj . g T;P=3:iri^-C ^ - g T/Pn^s^ 
i^m. Ci _ 6 r/UU^i^-Ci ^ 6 r;P3dri^-Ci _ g r/^n^ri^S. (xi) Cg ^ 
1 4 T!;-/U:t^>^S. Cg - 1 4 rU-;P:t^S^-Ci - 6 T/P^/PS. Cg - 1 4 r 

oyy>ft;$fiT^^TiJ:v^Cg _ 1 4 r'J-;l^ 7xx;US. l-*7tli2— ^7 
f^;^) . v'ND^jr'y^ft^fLTV^Ttiv^Cg _ -I 4 ru~;l/-Ci _ g T;W^;l^. >'Nny 
WbSfLTv^Ti iv^Cg - 1 4 TU-;P-C2 - 4 T;P^-/PS. /NnywtSii-cv^ 

;!?^^a{fii/::^xnjl^ l^rv^tsa (»^L<«il^i.^L2a) 2:ik''5r< ^ ^ Iffl (if 
^L<(il^v^L4ffl. $i^>tcif^L<«il35rV^L2ffl) -^O 5^V^L 1 0S1S^-:t 

C3 . 1 0 i^r^or/U^/l^. C3 _ 1 0 v-^J^oT/U^Jr/P-Ci _ g T/Ua^r^-^. C3 

. 1 0 i^^j^nr/u^/p-Cj _ g r;p^;uSs (xiii)>'Nnyy'n:$iiTv^T t i^^c^ ^ 
g Tiu^fum ^^)\^. x-^/p. rnb;P. >f yrntr;P. r^/P^iri:) , ^'no 

^>{l:§ilTV>Tt>J:V^C2 - 6 r;P^x;^S (C?iJ;iif. b'x;U. TU/P. 2-:rrx;P 
. 3-yrx;p^h') . y\a>'>'>fl:§ixTV^Ti>J;v^Ci _ g T;P^r;l-f-:ta (C?9i-tf . 
J^^/Pf-:t. xf-;P^:t. n -rntf/Pf-it, yrDe;U^:t. n -rf-zH-^^-'Sr^' ) 
. bKn:3r>'ST'a^$fLTV^TtJ:V^Ci _ g T/P^r/US. b Ko:5ri^ST^SilT 
V^Tt i^^Ci - g T/P^/U^^tS, (xiv);^/P;<^rh£. ^^^VS. (xv)yNDyyi]^ 

-fftSift^ixTV^TtiV^Cv _ 1 g ry)V^)V:^^>'m (M. ^yS/VU^^-^^ri^) t/iti 

C7 _ 1 g T7;u^/Pf^:tS (M. ^>'i^vi^:t) . (xv\)J\^yyit^ixx\^Xi^i.\^ 

^l^ri^tsa (ff^L<(±l^v^L2S) $:^^^<^i> Hi (if t L<(i 155:V^L4ffli 
. Si^t3iff^L<«ilirV^L2ffl) #tf5^rV^Ll 0aiSSii-^:tS (M. b'Ui/VPf" 
:t ; i$«fgfg(iCi - 6 T;l^^/Ut!S«S*iTV^-Ct J:l^) . Cg . ^ 4 TU-/l^:t- 

v^LSS (»*t<(±l^v^L2®) Srii'''^<ht Hi (if* L<iil^rv^U4ffl. 
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1.^) . (xvii) ^No^wbSiiTv^Tti^r^Ci _ 6 r;u^;ux;P7 -/US 

- 1 4 TU-;^x;P7-f ~;P-Ci _ 5 T;P^;m. (xviii) ^\uyy{t^tLX\i^X 
if) . Cg _ 1 4 rU-Zl'-X;!^:}^-;!^, Cg - 1 4 T C j _ ^ 

:?i^)Vr^y:x^)V^-=^)V^ xf-/PT$y-:^yP;^-;K N. N- 
ny^-Jjii^. bKQ^^-S, - 6 7"^^^^>'^^i:T'amSiiTV^Tt cfcv^) . (xx) 

r^y (01. ^:xy>r;pr^y) . Ci _ g T;p^;PxyU3i;x/pr$y (^. 

ys. ^y-^:^c«i^'-Ci - 6 T;p^;p*;i^^^'^-<^^T^ya. (xxi)^y-iy::^x 
-Ci - 6 r/u^/i^T^ys (M;ctf. pff-zur^y. xf-/PT$y. i^'^^/wr^y. 

>?xf-;PT^y^t'; ^r;U^;I^(i>'Nnyyig^, bHn^i^S. Cj ^ g T/l^ndrS^ 
S5:i:-C^§iXTV^Tt>J:v^) . ^y-S/c(i>''-Ci _ g T;U*y>f /PT^y^ (ffll 
jiif. :^;W$;PT$y. r-lrf>;^r$y^tif ;^r;P;!^y>f;US«i>'Nny>'iE^=^, bFo 
^i^lS. Ci _ 6 r/l'r7=^i/2g:Sr^'TS^SflTV^Tt il^) . Cg _ j 4 TU-zl-r^ 

y. C7 _ 1 6 T7;p^;PT^y o-Jjur^y) . Cj . g t;p^;^ (C7 _ ^ 
g r^;^^;^) rayii im. ^ g T/u^r;^ (O'S^vw) r^y^ri:) . _ g r 
;P:j^7y>f;p (C7 - 1 e r^;^^;p) T^ys Cj ^ g TfU^y^ju {Ky'Jju) 

T^JtcK) . (xxii)3^rV^L8MIR«T$yil(«;ttf. 1 -T-tf^i^'-yl^. l-tTa 
'Ji^'-zK tT'^y^-V. ^;I^:^Uy. ^:t^;P:^Uy. l-e^^i^'x;p/iri:\ »^L< 
li5^7^.:ii6SIR«r$yS) . 3^V^L8Hg!l:Kr ^y-;<7;U;Kx;u^ (fi?5;c{f. 1- 
r-fe>>^x;l^X7;U4^-;^. 1 -eo>Ji;^x;P;!ir;P,t:x;P, tr^'Js/y;<7;P;i<-/P. ^/U:^ 
U y ;*;U.i<x;p^ ^^^/^^^ U y ;*;P4^x;U, 1 - >?x;P;<?;u.i(x;i.^^\ L 

^;U;M;y;*;l';Jfx;^:t^i^, ^:t^r;U:^i;y*7P;Kx/U:t^i^. 1 -tr^^>^:::;P;*;P 

?»Kr ^ y -;?!?/p.i^-7P-r ^ ys (eil;ttf . 1 - to i; i^-)V:^)v^.-}VT 5 y . b-^ 

!;>^y;'fir/l^;Jfx;UT$y. ^;U:^U y;^7P;i^X7Pr ^ y . 'i'it'^}i^it^')J:f7)V:»:z,)VT^ 
y. 1 -e^^>^'-;l^;{?;P;Kx;PT$y^:fc\ IbF^ L<li 5 ^ f^(i:6ggS«r ^ y-;<7;^ 
^Kx;^-r^yS) . 3^:C>L8HIB«r$y-X;U;^-;l.S (^;ttf. l-tfoU^^'- 
;ux;p:f.x/p, b•'^>J>?yJ^;^7^:::;^. ^;P:M>yx/P;fvX/w, yA7P;^- 

«) . 3^rV^L8MS«r^y-Ci _ 6 T/P^/PS (n^L<\t5t.tz\±emw^T^ 
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) S:i^-?5r<fct>Hl (iff* L<«l=5:V^L4ffl. S/i>tc»* L<{i:l'Srv^L2ffl) -ft-OS 
^rv^Ll OHtS^fSS (Wi.if. 2-*fv:^3-f-x-7l/. 2~*/'di3-7 3- 
. 4-i?t«±5-tr^V"U;l^. 2-. 4-*/::«i5-f-Tyy;U. 3-. 4-i7tt±5- 
>fyf-TyU;k 2-. 4-*?t{±5-*^'<fyUyK l. 2, 3--*7t{±l. 2. 4- 
h'JrrU/k 1 H-*fv:{i2H-Th^V'J;P. 2-. 3-tfzli4-\::V'J/]^. 2- 
. 4-tJt«i5-t^»;^$^Vl'. 3-*fv:«4-e';:?^>-'::i;P. ^^U/K ^V^yj^U. 
^fyHU/l^'Srif :K1g»IB«(iCi _ g r/^dE^/I^^rifTB^^^tiTV^Tt iv^) . (xxv 

{il^i:^^L2S) ^:i'-^^<^t>Hl (SF*L<«i:l^v^L4ffl. S 4>tc»t L<(i:l ^:V^ 
L2<i) ^tf5^V^LlOP^S^-;<r;P:J^-;PS (W;ttf. 2-*?t«3— f-xr.;l.;* 

2-*7^{i3-7'Jy^>!?;U^-yU. 3-. 4 -^fcli 5 - tT^V 
;K 2-, 4-t7^c(i5-^ry'J;P:<7;P;t<::^;^. 3-, 4-*/di5--f V^rVU;!^ 
2-, 4 -*;^^ii5 -:t^-»fy 1. 2. 3-*Jt<il, 2 
. 4-M;ry'J;^;<7/P;Kx;l.. lH-*;^Ji2H-Th^V'J/U';*^^^^/K 2-. 3 

-*/::<i4-eti 2-, 4-*fv:{i5-f U $>^>^;^^x;k 3-i 
/v:«i:4-b-U:J^i^'::i;^;^;^;Kx;K V^y U;U;^?;l-;Kx/U, ^ 

Cj _ 6 T/L-^/US^ri:'TSJ«§iiTV^Ti>cJ:V^) . (xxvii) t Kn^^i^-f 

_ 6 T/Wn^x-^ $/S^j:lX(xxviii)>'NoyWkSilTV^Tt> J:V^[EMttl/c(i:^K« 

b*U:x£/^t*:5rx. T^h^r^/P^nxf^l/yyit^v'^rh') . (xxix) ^W-Y HS. (xxx 
) Ci _ 6 r/W^/l—^l-^ («?!I;c{f> ^^/U^l-^ h\ x^;u^lx^ H^Sri:) iJi 
xf {xxx\) j\nyym=f'r^}iX^mk^tix\^xi>ii\^c^ ^ e (J3Lb. 
BP) ^ri:*-'fflt^i^fx-S>o 1^ ^mt^^mi gj^^tl^fiStc. <r^l^>cO^S?: 1 

[0011] 

) S:^'*^r<i:t>Hi (ff* L<m^:V^L4ffl. $^>ti»*L<m^:V^L2ffl) 

^^^^#fi^S^S (flgflS^ISagSS) «3i^W^>ii^o 
U^^^immmmi bLX\t. mt\iy'))V. ^xx/i.. bay;K rt^-tfV'J;^. 

>fy*^^^yu;K f-rviiyK ^fyf-ryu^K -^^rJ^yu/i-. tr^vu/K 1.2,3 

-^t^^yrV^U/l^s 1, 2,4-:t^-ti^'Ty'J;^. 1 . 3 , 4 -rt^^-t^S/TVy^K 77 
1fx;P, 1, 2.3-^T>^'TVy;P, 1 , 2 , 4 -^T^'TV U/l^. 1 . 3 , 4 -^Ti^'rV 
»J/K l,2.3-hUTy!;/K 1.2,4-hUTy''J;K Tb^yy/^. eyi^;K t: 
y:$^i;-;K b*y^i^'x;K tr^^-'xyp. h y Ti^'x/U^OS * ?^^(i6pc7)5f#i^mii^ 

>f>'Hy/K -<y>f:^Fy;u, \H->{yyv'))v. ^yx^^ryy/K ^>'y:t^^?- 
y^y;!/. 1, 2-^yy'<y:t^'9-yy/p. ^vyf-ryy^u. o-yb-^x/p, 1.2- 
o^y-f yf-ryy/K iH-o-yhyryy/w. ^yy;w. -Yy^ar/y/P. i^vyy 

x;^. ^-^yyx;K ^r^^-tyx^K ^^^^xyK -f^^yi^'x/l^, ryx;K ^"f 
ys^'x/K iJ^^/WNVy/l/. a-;>;U;Jfyx/i., >9 y x;^, r-^S^/l^^yx/K T 
:;'yi/^x;K 7xy^-»f£/x;K 7xy^Tv^x;U. 7x:hi^'x;U, 7xy=^-»ff'^x;l. 
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, f-rvM^-Zk. yx.i-hV'J-Jl-. 7x-t-hny-;P, -fyHUx-zl^, tToo C 1 
. 2'-bD l^^J^i^-A-^ t^yn C 1. 5-aD C 1, 2-a3 tTU 

Cl.2-aD 5x-;K 1,2,4-hUrVn C4,3-a: triJi/VL-. 1,2.4- 

h y r vo c 4 . 3 - b : tr y ^^-'-/i^. '^yy ci , 2 , 5 d f-ri^'r y y '<.>'y c 
1,2,5 3 jj-=3f-9-i-'ryy/i-^8~i (»*u<{i. 8~i2P) «o^#sa&^a 

<i. Hi) *^>'4fygil-2ffi (if^L<{i, Hi) tm^LtznLmitfzlimS.Lfii 
5^3t«6g<O^#i^*S^a3g0!!^^-|t;tttM=S:o;t«Siai2--3ffl (jffi L<J± 

. ^XrJ'-zK toys/--;!, mtL<ii. l-'CaV =J=^)l^) . rh^tKn^y^K 
^;t7-/K i:^<Ji^-i\^ (iStLKli. 1 -i:-^^ i^-/\^ttil,i4-\i^D i^-Jl-) , 
•f-h9t Kotr9-;K t/I/^y-zK f-:t*/l'*y=.;K e'<9i^-;l^<03~8JI ( 

£ (HaMSmiBjCS^a) , 2.3->''hHn-<yHy/K 1. 3-j^'b Ko-^ y-f v 
KU;i^J:dfcimL^^^55«Bl*ll*ltagR»l~2« (ffi L<{iHl) *«^y-«f 

VSR1~2<1 (»*L<<i:Hi) fci^L^^^S, BirSU!t^^^#JS*l!l^?!liSa 

i~2s mtL<itim) msitt:5^j:\,^L6mmmmmm:mi^^er>^iMsii 
-2m (etL<iiim) tm^tti^^^m. **v^tti.2.3.4-xh7bKDdf 

yy/P, 1, 2,3,4-xh9bFO'f y^fy y/P^Srif^Oidt^ltrieLfc^SiS^iR^ 
[0012] 

2lj t LXii. ^ti-^it. ^^<mAtfi^LX\>'^Xi,X\>^mS^b LX<r> rx>^x/Hk$ 
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tiiJ^h^i^. X.h^i^. h^Jy)U:^t3j?(h^zy^ 2. 2. 2 - h >J 7;^:tax h^^x. 
hU^on^h^S^. 2, 2. 2-hy ^Doxh^r^-^) . S^$iXTOTt>J:V^7x 

/c>S{ffL/v:^rnig^i:5:V>t3a (iF^ L<(i;l ^:i^L2a) $r^'^'S:< i: t Hi (Itft 
L<m^:^^L4ffl. S^>tc»iL<ttl^rV>L2<i) -^tiS^rV^L 1 OHHSIiiS (gtJ 
. 2-*;t{i3-f"X-/K 2-^7ttt3-7ll;P. 3-. 4-*7t«5~l^^y»J;U. 

2- . 4-^fv:(i5~f^rv^'j;P. 3-. 4-ii7^c{i5->f y-^rvu/K 2-. 4-t 

3t«5-:t^-tV^U;K 1. 2, 3-t7t{il, 2, 4-hyrV'U;K lH-*7ttt2 
H-xb^yj/K 2-, 3-S7t«4-tUx;l'. 2-, 4-^;ta5-tr»J S^;!^. 

3- ^J^c{i:4-l^U:J^>''::^;^. ^yU/l-. -^y^yU/l^. ^VHU/l^^i: ; K««fi*{± 

tert-T^f-zU. ^y^/l-. ^^i^Zl-^i^DC ^ - 6 T/U^/i-^) . Ti^/l^ (Cj g ^ 

^i/;<?;U.-Kx;^, h U 7;P^n^ h^arx;^?;!^;}^^;^, 2, 2. 2 - b U :7;P>i-nxh^ri^ 
h U ^ on;< h 2, 2. 2 - h U :?'nnxh=3r>';^;P^x 
^ :7xX;UT^$ilTV^TiJ:V^Ci ^ 6 T;^^:^^/;^;^;^^/!. (M. ^>'£/7^ 

a (Ci _ 6 ) r/^^/p*. Cg _ 1 4 T!;-;i-s (fl?9. 7xx;i^) ^if^oimsi- 

2ffl-CSm$fLTV^T^t>J;i^;<r;WN'^^;PS^i:) . ^SS?iS (liA;t?^^LTV^Tt iv^ 

tfz. N.N-S^'S^T^ytCi5(tl>2fflc7)g^S:^'S^Jl^fc^(-:2:oT rji^^tr 
^ctt-i) . 1, 4->''T-irVN-x;l//|ri:'co3^V^L8g (if^L<ii5 

(7)C7 _ 1 6 r^;P^/P^) . ru-;!- :7xx;p, i-':h:7^;u. 2-'^:7f';i'^ 

10013] 

Sj k tT{i. mAis^LX\yt:i>i.\-WmbLX(0 r^$^i-Cv^TtJ:v^«5^S 
1/ rS^X;U;f.x;^Sj (7>m.^Xhh^Yu^i^m^XX/T^Jm^zmWiLX\*^Xijii 
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i±. mm. Ci _ 6 r;pdf;p3s^ Cg _ s v-^'or/i^dr/ws. - 4 r/p^r-;i^, 

Ce - 1 0 ry-;l^. Ti^^HS. rsyn, «5glgS (SA*5*L-CV^TtJ:v%3l^3£ 
[0014] 

iSA^/^c{iaiB*fig-LTV^TtJ:V'>a^Si:LTO rri^/pSj tLTti, PHitfRA 
COOHi:if<J5*;P;tfVB|, mtfRA SO3 Hirifox/P^V'K, fflitfRA SO2 H 

^t'<7)x/U7 -f yg!, CT;c{fRA opo (ORB ) oH^b'<r>vym (Ra«* 

^l^>i^l.T>';^S*^'ffl^•><^i^, M:#^iziiRf' CO, ra SO2 . Ra SO, Raqpg 
(ORB ) (^4'«Oie^«Uietlli^S:5^-r) 

■fit, iiA*i^tTV>Tt i^r^S^i: LTtf? rgit^six-c^^Tt, J:V^^-ft:*^Sj tctJ 

aSISfcLTO ra«$ftTV^Tt,J:v^«^t*3ISj fejrtf raje$<xxv^Tt,<J:v^aS 
iSSj (ct>tt«.aJ^S (aaUBS) i:|5l««7)36^f*i|5l«<7)gtffli,^ii>ixs. 

;K y>''Cn;/p. t/<o>f;p. ^^-^y^/u, i^^u-f^vijivif-.—jv. 

i'n^y:?>';j;?/P,-tf:r;i., v-^'nA.^nf >';>!?;p,-jf-;P, :7oh:::.;U, '<.>-V^;l^, 

, rotr:t-rt'. T'f-'J/i'. >'NVU;i'^ri:'<^RA**<aR (C, - 6 ) T;P^;mT'J>4R 
A CO^ri:*fJ:>3»4Lv\ 
10015] 

i«Aiyt{4aiB*«*LT^^Tt)J:V%ajft«tL.T<0 ra^$itTv^TtJ:V^;ir;Ws'*.^ 

- >''ajex?/i^''<* ^ M^mf (>tit . 

tJrva^Si: tTI±, i8A*<^rLTV^Tt. iV^a^St LTO i"a^§ixTV^Ti.J:V^ 

rsysj CO rrsyaij oa^tisiaos ( ^fm^ixx\^xijX\'^§i{c^mmi , 

J:i>;^;W<^>f;Pgj (iftU<{4, ;i&/P>'N'*'f N-^^;l';&;u>'<^-f N,N- 
>'*;<f-;i';*;i'>'<^'f;j^. 7x:l;^;&;^>'^'^;^;^#co^ (Cj . g ) T;udf.;ps. Cg - 
, 4 TU-zPS (0!, ^:t'<oajeSl~2<iT-a»$iiTV^Tt<J:»r^;<r/W'< 

v-'Ttiv^je^/pyCy-'f/i^j ) . IJie ra^^iiTv^Ttiir^h Hodr>-Sj t^-th r 
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) . T'J-;K0ll, 7x-;L-. 1— 2— ^7^;l^<0C6 _ , 0 TU-/I^) 
[00163 

T9;i^='r;i'5i-^x;*/i'!l^-/i'. 1S5gilS:t^>^*;i'5K-yi', 
r{lJ?l$itT>r^TtJ:V^ttfg^Sj (cfcJti. r^SgiiSj fcLTfi, -efim, ^A*^:^ 

Sj«$^^Tv^•CtJ:l'^Mbl<«SJ (cfetti. r^'fb;rKf!ISj ***LTV^-Ct ik^^^fc 

tLX\t. igA*<:&LTV^TtJ:V^S^SfcLTO rgM^iiTV^T t J: V'.«3g|SSj (c 
fctti. rii^j t|i|«Ot053rtr*5ffiv^4>ix. trUi^VK ^^U/K ^fyHU 

df>';«&;U-lf-;l'j {±-e*t'fixS^S2r^LTV%T t J:< . -5-*t4><?)^St L-Tti, ISA 
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[0017] 

mAtf^-^Lx^^xijiix^msmhLxi,^. ^-^^oyvm^^mtM. 7»y«. sjr. 

( i ) Sfe^^^ 
[fl:l23 




(ii) /\uy>Wi=F mt\i. y-/m. H*. n'^^'Srfc') . 

(iii ) ( a ) ^\^yym^ mui. y vS^i: ) ^fcii 

(b ) (aa) Ci - 6 T;^3^>— ;*;^';^'-/^-r$y t e r t-rh^ 

(bb) Mlf-;P. 

( c c ) C7 _ 1 6 Ty)V^)V 7x:::;U-Ci . g T/U^;^) . 
(dd) T^ySr^LTl^TfciV^Ci _ e T;U^yU-;*;P;f:-;P (M. 

( e e ) SagJl^. J:r^gSSlS^**^>S{ffTJt^xnS^^l 

mx\ 

fflSSfiTi^Tt)iv\ _ 6 r;u^/us xf-zu. x^;k rc?t:;u. y 

rne;K t e r t -r/f^/p^rfc', #(c;><^/P) , 

(iv) r^yTgm$n.Tv^Ti>J:v^Ci > 6 r;un3r5/S (ia?^^ T^yruif.^i^) . 

(v) KfRII^. SSIJK^i3J:lX^iS^;&-/?>Stf<TJ^^xDiS^l^:V^L3a 
L<«il'3ri^L2a) S:iP^35:< ^ t HI L<<il=5rvit4ffl. S^Cw»3iL<(il 
^rv^t2{i) 5^v^Li OM^g^-Cl , 6 T;P3f;i^ mtM. >^;K x^/i^ 

(vi) Ci _ 6 r)Vz2^iy-fj)V:^.-fV-C2 - 6 r7P^:::;US p« h ^ 

(Vii) t HO:3fi^S. 

(viii) C7 - 1 6 T^/U^yU^j-^i/- (ffij. O-S^VUJt^i^) . 

(ix) T5y3l5ri:;^?-'»*L<fflv^/?>tii>, 
[00183 
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•CV>-Ct)J:v^Ci _ 6 T/P^/l^, (iii) Ci - 6 T/l^a^^-S, (iv)i^S^. ^ 

v^Li o*?g5g?i«-Ci - 6 rf\^^)umttdi ( v) Ci - 6 r/W3^v— 

[0019] 

frEie*. Xl±0, S (O) n (n{±0-2<7)SjRSrS^-r) S;t{iNR3 (R3(i^^ 

R— T t> S^r-5r V t> J: V ^ . 
R3 fcUTti:. mm^tLX\.^Xi>X\>^r/]^^)Vmi}mtL<. ^r*»T't^f-;K Xf-;P 

xkLXli. OifintUy. 

[00203 

iism^ixx\>^xi>x\>^ismmi^. 
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i. 

R2 T-s^^ixi. ^mit^m^j (ommmtLxii. miLr^mAi3i^Lx\<^xi>x^m 
imt Lx<7) ffm^tix^'^xhx\>^&t^mmj <n ^wm^ (B^Bgf) amt^ 

Sfc^S ( i ) iC-CONRi 2 (Ri 3 ) T-^SfrSS. (ii ) iC-COO-Ri 4 T" 
^^fthm. (iii)ie-NRi5 (R> 6 ) X'aSil«.3l. (iv) ^-CO-QT'a§ 
(ff* L<{±-CO-Q-ca$ixl.») . (v) it-NH-CO-NRi 9 (R 
2 0 ) X'^^K^m. m^Z. 1^^S-CONH-R6 T-^$it^S=Sri:>'fflV^^>itS. 

Ri fcJ:lXR2 T'^$nS '"aBe$iiTOTtJ:lr^«3!^||j t LTti, mL\.tMA 
[0021] 

7yS^ri:') , ;*;P;Kdf->-/P, Cj _ e riV::i^i^-ij)Vif-~)V (M. te r t-rN4r 

) TS»$ttTi^TtJ:v^C7 _ 1 6 T7;w=Jf;i^ 7x-;P-Ci _ ^ rA'=ir;i') 
^t'*^'fflv%4>ix. mz^y-JfK 4-t'7x-/P;)t^;K 2, 4 -i^;>< ^^>'-'<.:^i;^7^ 
RI fctT«. -fv:/-?-;!^, sec-rf-;K tert-7'f-/P. ^-jj-^yf-yl^^rf o4HK« 

[0022] 
R2 i: LXli. mtii. 

( i ) ^-CONRi 2 (RI 3 ) 

(RI 2 {±*3RK^, a^$tT.T^^Tt Jrv^^-fbkSIS (fi^, H^SilTV^T t iv^C , 

(ii) iC-COO-Ri 4 ^ 

(iii) iC-NRi 5 (Ri 6 ) 

(Ri 5 am$flTV^Tt J:V.C7 _ , g T^/Pdr/m^fcliTv-yl^. R 

(iv) iC-CO-Q 

(QiiS^SiiTv^Ttios^otSSO^Maraaii&S^) 

(v) iC-NH-CO-NRi 9 (R2 0) 
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2 (Ri 3 ) TS^^^iTv^Ttiv^Ci _ 6 r/i-^/PS (^l::. ;'<f-;i') A^mtv^. 
R2 tLTtl. ^-CO-J ( J{iS«i?*i.-CV^Tt>J:V^tHDdf>/«*7t«±^Sn 

JX'^.^tLi, ^a^§i^r^^TtJ:v^T5y«J tLTJi, ( i ) ^-CONRi 2 ( 
Ri 3 ) T'«S*iSa. (ii) -CO-Q* ( Q'JiSMSiiTi^f 4> J:v^5^r<r^L8flO 

[0023] 

;PT$y. rntf;i.ray. r^;PT$y. i^'y-^/i^r^y. i^'x^-z^rsy^Sri: ) . ^ 

. 8 ^-^^or/U^zl- (W. ^-^nroe/P. i^^^ur^;^. >-:^qa^:^^/U. i/^^n^^ 

(ffi t<«il^v^L2«) S:^-^<i:t Iffl U<(il^iri^L4fi. ^hizntL 

2-tri;x;U'. 3-t:ux;u. 4-t:i;>'VP. 2-7^-;^. 2-xh^t Ka7^x;p 

- 6 T;p=^/i^ y^/u. xf^;i^. rnbvu. >ryrnbvp. y^/u. >f yT'f'zi'. 

)vm) ^^>'fflv>^>fi. ^r^^T-ir^y. ;^;i/;t^=^x;U. Se^M^. KJIM^i^il/^M^ 
jl^^;j,./^Sim;^v:^T'Dj!E^l:5:vM.3a L<ii:l^v^L2a) ^^i'^^:<ht 1 
{i (»*L<«l'5rv^U4<i. §^>tcff*L<«l'5:V^L2<i) ^05^v^Ll OMS^ 
fiS(M. 2-tr'Ji^VU. 4-e^Ui^'::^;U'S:t;) 'Srii'C^^ixTV^Tt iV^C^ - e 
r;P^;^S x-f-;^. rntr;u. >f yratr/u. ^fyrf-;!^, sec 
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&. 

sec-yf-/K tert-rf-yP^tt') , Cj _ e T/l-n^i^ (fS, ^h^i^. xh^ 

iv^jim (M, -Xf-zp, x-f-/K yDt:;u» >f yroK/u, T'f-zK 'fyr/f-zK sec- 

!^tl, RI 2 LTti, 
S^lJirt^LSa (»^t<J41^rV^L2a) &i^^r<tt,HI (»liL<ttl'5rV^t4 

xf-yi^, rotf/P, ^fyrntr/i-, ^y^'^/w. sec-r^-yp. tert-rf-;i'^r 

(ii) Cg _ 1 4 ru-;i'S y^-ivtm) . 

(iii) ^Noyvn^ («. 7'yiR5ri:-) . C, _ g T/Pa^v- ;<h^i'. xh^ 

Ri 3 J±*«iK^a^»4C , _ 6 TyPdf;Pai5:5^U. ^:*»-Ct*«Jl^. xf- 
[0024] 

f-yu, xf-/u, me/K >f yrotyp, rf-yl^, >fy:?'f-;U, sec-yf-;l', tert-r 

iBS3!^fflv^4>ii. fcr^!;x-;K«. 1 -t'^U 

y^-'^/i^^ii:^') , tr^^i^V. f-:t^;U;f.y l. 4-xr-fe:VN*:i;P=S:i: 
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;U3dfi^;&/l^;Jfr./l^-rSy (««!, t e r t -7'hdf>';&;l'df-7Ur5/^rif ) > Cj _ 



Ri 'T'^$ixS ra^SiiTir->-rt>iv>C7 - i g r7/P=Sf/U* j J:LT{±, Cj _ 

Ri 9 XTh^Kh rai^SiiTi-^Tixtv^Cg . 1 4 TU-zU^j fc LT«. fi?ij;ttf, 
-'Noy-yJS^ ^:irt'ffiftSh.TV^-Ct.iv%Cg _ 1 4 Ty-/P36 (fi»| 

[0Q25] 

±12^ ( I ) T-a^ixi-^t-^t mm. 
(1) * 

[fl:i6i 



[fl:i5] 





(II) 
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{IV) 



Cs«*. LI »±ai»§ilTV^Tt>J:V^-Y- (CH2 ) m- (Y{±^-^^, -0-. -S 
(O) ni - (ni iiO-^2<nSSLi^-t) ttili-HR^ - (R7{4*3RM^. 

[0026] 

. T/l'^U'V'S) . (ii) -0-. (iii) -S (O) ni - (ni »iO— 2tf^S^^ 
■T) . (iv) -NR7 - (R7 JS;jc3Rjg^^ «RSiiTV>Tt.J:V^DS-fk*3?a*JtJ±lffil 



(37) 



1tra2004-331659(P2004-331659A) 



if. T?u^uym. r/p^-uyg. TJi^^^i^ym. tfzi±m^it7i<.m(02mco^ 

KT/U^r-wyS, tLXlt. mtii. -CH = CH-. -CH^CH-CHz " 
CH2 -CH-CH-CH2 - (CH2 ) 2 -CH = CH-CH2 ~ (CH2 ) 
2 -CH = CH" (CH2 ) 2 - ) 3 -CH-CH-CH2 -=5:i:c7)C2 - 

igr;U^:=.UySi:LT. Mi.«f. -C = C-, -C = C-CH2 -CH2 -C = 
C-CH2 - , - (CH2 ) 2 -C = C-'CH2 - (CH2 )2-C^C-(CH2 
> 2 - (CH2 ) 3 -C=C-CH2 -'^ifC0C2 - 6 r;U^-lxVS^:if3!J«fflV^i^ 

til). 

TU-zHg Ky-^y. i-y^uy^^tn . C3 - g ^^nT;u;*y i^^uy 
aJ-^y. i^9u^'9y>'9'a^y^y. i^^^n^^af^-tv^i: ) ^2fic7)^M^*^^*^ 

^ ra}g$ixXV^TtJ:V^T;^^l->'Sj ^T/W^UVSi: LT(i. Mttf. >f-uy 
. x^l^y. ru\^Vyimt.\.\'^. 

[0027] 

O) n2 - (n2 {i0-'2O^Sr^'r) 2:, G3 (iSmSilT V^T t ctV^-fficOlft^b* 

R^XTT.^tih ^mM•^tlx^^xi>x\^^mmmm^ ttxi^. fgA^^^^LTv^Ttiv^ 

G^ iDj:tXG3 T'^Sfii) rg^^iixv-^Tt J:v^Z«^O^^l:*mSj tLXl±. Vy 

Gi fcil/^Gs r^$fLXv^Tt>J:v^ZHffic?5Mfl:*^Sj tLXi±. r 

u>'^rh'c7)Ci _ 6 TJ\^^uymtimtL<m\i^^ti. mz^^-uy. x.^uy^j:t^(ryc 
1 _ 3 T)U^\yymtf^MtU\ 

y) f)mtL<. ^^i)-Ti>i&^^tfzi±c^ 3 TJi^^uym m. :^'f'uy) ffiea. 
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n2 tLXii. Oifi»tL^\ 
[0028] 

*3t. LT7r:^tli>'Jy:^-t LXl±. ( i ) ^- (CHj ) mi -W- (CH2 ) m 
2 - (ml fcj:i;^m2 li^tl^tlO^\.^L6co^^ . W±^&^^^ -0-. -S (O) 
ni - (ni Ii0--'2CO^^^) . -CO-. -CO-N (R^ ) 

fzii-N (R7 ) -co-^-^-f) xmh^tlhVy:^-. (ii) 5^-Wi - (CH2 ) 
ms -W2 - (CH2 ) m2 - (m3 1 ^i.^L6^ffi&$r. Wi iiJ:XPN^ ii^ti^tl 
-O". -S (O) ni - (ni «0'-2iOffiRSr^-r) ffi^iB^ttliTE i: 
mMM^Tsk-f) xmh^ti^Uy:/;-^j:t'i>ntL^^. 

mS^LTti. l^V^U3 0^;&^if^LV\ 

ml ^m2 coffl;^^*>1^:t LT«. ml #0 *3t<± 1 m2 1 ^rV^L6iOSa 

m3 tm2toffi;^'g-i?-li:t LT«±. ms *Ji^:v^L3OSRi0«^. m2 j^ifo^rV^LS 
iO^T*>4«^;!^»tL<. i^tCm3 35Jl^:V^L30SRO«-g-. m2*fO(?)*^Jf 

R7 fcLT«. *SSJS^*5ffiLv\ 

CH2 ) m- (YiiS-g-^. -S (O) ni - (ni (i0'-2OSa$-^) ^ 

/c«i-NR7 - (R7 (ittrEtl^Sa^-^-t) Sr. mJiO-e^OSaS-^-r) j ^r^:W 

-Y- (CH2 ) Tti-coS^tLXii. nmLfzmAi^^LX\*^Xiii:i-^m^tL 

xco ^mM^tix\^^xi>x\i^mitPicmmj o ^mit^mmj *«^tTi^Ttiv^ ^mms 

±mLti^Xij. LtLXi±. - (CH2 ) m3 -O- (CH2 ) m3 - (c 
H2 ) m4 -NH- (CH2 ) m3 - (CHj ) m^ -NHCO- (CH2 ) m3 - 
. -O- (CH2 ) m3-co- (m3«i55rv^t6<^^. L<J4 1 ^rV^L3<7)fi 
m4m^v^L6(7^^ if*U<«l35:v^L30ffiR. #CclffiL<ttl S-S^-f 
) ^j:t^ifimL\^K 
[0029] 

\^^xi>x\r^nmmmt:^sL. R'^i$xx/R^it:K\^^zm^bxm^mmLxi>x<. hh 

R4 iJil^Rs T'^$ix-|, ^Tiy)Vms bl.X\t. mJ^if'-^LX\^Xiii,\^mmtL 
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£ yji~/\^-Ci - 3 ryu^^f/i'S) . c, _ g r/W3^i^;*/i^;}<-* («^, tert- 
<i:t Hl-ttf5^irl^Ll OMIi^S (CT, ^'JyU, f-xri/p, eUv-Vl^, >fVK'J;P 

11-^ /urn im. 7xXyP-Ci _ 3 Tll-^ll^) . Ci _ 6 Ttl-^fl^. 7x-;W-C2 
[0030] 

*«-NR8 -<r)^-&{cR4 fcRS *^-&-LTJ^^-r«.^f:LT{±. f5;tlf, ^iS^i: 1 

v^L3« (»^t<t±l^:v^t2a) S:i!'-=ar<tl>Hi (»tL<{i:l^:v^t4ffl, 
tc»^L<(41^v^L2ffl) ■g■^•C^•>Tt>J:v^5^r^^Ll oacO-S-M^*^fflv^A>ti|>. 

zp, >f>'Hi»j^'>. >f y>f >'Ky>'V, r-fe'^i^'y. ta'ji^>. b-'<ui^'y, THfev 
. tzu^'jy, f-5f^zi^* u tf'^^j^'y, 1, 2, 3. 4--rh7t Ho^y yy, 
1, 2, 3. 4--rh7t KD-f y^y !;y^^:*>'ffl^^^>^^, ^*»T't>trD-zw. e'<7 
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R4 Sn:l4R5 3!(SLt3t«Li T^Sit* U >'*-i:S^UTJg^-t-5.S, R4 *5G3 
kliVktS^LTJg^-rSil, G2 *«-NR8 -<7)*&{CR'» t RS J&^LTJg^-f* 

atom 5 uyi-i;:^r t t i t i v ^s^m 1 1 t(4, ije UTtai a *5^r ux ^ >t t J: ^ ^isjft 

[0031] 

men. 




;P3^i^S. Cg _ , 4 r'J-/P« ^x-zP) ^rt'*«»^ L<. m^zf\uyym.=f- 

R 6 {ia^s^iT V t x\^m.^mmi tznm^^ixx \ ^X t J: V^ISSSH^rSrr . 
R6 T55^$<x* rjirasiT.Tv^rtJ:v%i)i-(bj««||j tLTti. l8A*fttLrv^Tt> J: 

R6 Xfh^tlh ^m^^tlX^^Xhi^^m^i tLTti, SA*i*UTV>TtJ:»r> 

R6 t LT(4. M;i{f, ^m^^tlX\^Xi>i\^C-i _ g T/P^/UaSj . ^W^^flX 

R6 T-^Sil* ra^SiiTV^TtJrV^C, _ g T;P^/P«j t LT»i:, WiJf, TS 

rsy. rotryi/Tsy. rf-;PTsy. i^'^f-zprsy. i^'x^/ursy^rt') . 
-x\i'J-Cn _ 1 g r^/P'^yPTsy 'O-v'/UTsy^rt') . s^ry. .'Noyv 
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ei^^aTtl^^)l' (M. i^9u-ru\iiV. j^^arf-;K i^^'D^>'^;K i^^u^^i^ 

»*L<(il^:«'^t2a) $-^-^r<ht Hi (If^ L<{il^rOL4ffl. $<;>lcff*t< 
{il=3rV^L21i) *t;5^v^L10H«^iS (09, 2-f-x::i;K 2-f-ryU;K 2 
-trUv/K 3-tr'Ji^';K 4-trUi^*;K 2-77-;K 2— rh7bHn77-;K 
2— fh7t Hntr7-/K 4-tf^;l'i//P^i:) ^ift'SMSitTV^T t iV>C , _ g 

r;u^;pa (PJ. x^;!/, rnt/i/. >f yrot/u, -rvrf-zw, sec 
tert-7'f-/l/^rif. ^{=;>«f-;P, xf-;w. roe;l/^rif<?5C j _ 3 nv^tvm 
> ^:^:'*«fflv^^>i^, ^r*»TtT5y, «/Pdfdri'/W. l!«JI^-, KISJIi=^fe it^SSRS? 
^*>^.atf<TJt^TOlI^^l^ir(,^L3a (»*L<«il=2:i^L2a) S:^-^t<tt HI ( 
»*L<Jil=5rv>L.4ffl. S/i>fc:»at<J±l^:v^L2ffl) i&tf5^rv^U 1 OMSSgSS 
(0!l, 2-tfU>'>, 4-t:'<.'Jj^'x;l^^rir) ^rirT-a^$ixTV'>Tt J:v^C, _ g T/l- 

tert-:r'f-;u^rif. !^{c;<f-;P, x^yl'. rot;p^:ifiOC 1 _ 3 T/P'Sf/ua) 
t'-CJl^SixTt^Tt iv^Cfi _ 1 4 r'J-/PS (0!I, ^i:'*«ffli^'?>ii.5.. 

/K sec-7'f-;K tert-7'-?-;P^:i:) , Cj _ g 7';l'3!^ri' (0!l, :^ Y^iy. xb^rv 

)Vm (0«, '^^i^'/W, 7xx;pxf-;l.^i:') ^:i:•*^ffl^^/^>i^|,. 

R6 T^^^tS ^a^$^^•cv^Tt)J:V^'<.>'xV^SJ t LTti, ^Nnyy®^ (05. 7 
•ySg^rk') . ^-ND^r-yM^ (05. 7-/5il=5:t:) ^rt'T^Sil-r lr%Tt) iv^C i _ g r)V 

km. xf-;u. rnhvw, yrotr/i', rf-zp, 'f yr^/i^, sec-y 
tert-7*f-;l'^ir) , Cj _ g r;W3^j/- (0!l. xhdfi^, ro,-jrdfv- 

ttz, R6 kLTti, S^$itTV>Tt>i:V>'<->'y;ua*^c(i:{Bft$nTV^Tt,J:ir>7 
xx;l.«tff* LV^. i^'<y£^';l^t;tli7xx;P2|*J^rLTl>T t it^S^Si LTJi 

iv^Ci _ g r;u^;i^ (09, ^^f-^P, xf-;K T-otr/i-. -f yrot/K t'^/K y 

7'-?^;l', sec-T'f-yP, tert-7'f-;U^t*) , Cj _ g T/^^^>' (0», ^>=3fJ^, Xh 
R6 tLX\i. 

( i ) TSy, ;>!?;P^^x;l-, KfRlK^, iSmii^feJ:t^a«lI^*>'^S«fii:^'s-rD 
M^l^V'^tsa (»S L<{il=5rV^U2a) Srii'-^r< 1 1 Hi (»t L<{il^rV>L4 
ffl. S^>l:»l;L<til=i(rv^L2ffl) -^t^S^irv^tl OSmsgfgS (09, 2-t:';>'';l-. 
4-br'<.>J>fx;i^^:t') ^:i:'T-^$<tTV>Tt<J:t->Ci _ g T/^^il^ (09, 
xf-/p, rntvi^, >f yrae/p, 7'f-;>, 'fyT^f-zi-, sec-rf-zi', tert-7'f-;i'=a: 

(ii) Cg _ 1 4 r'J-;l/S (09, 7xx;l.^:t-) . 

(iii) /Noy^^m^ (09, 7-y^^i:) , Ci _ g T/1^3dri^ (09, ^ h^i', Xh^f- 
7'o;K#v^ri:) =Srif*»4»SJfixl>aMS-C-g»$ixTV^T t JtV^Ct - 1 g 75;!^ 

df/WS (09, ^y'J)i'. 7xx/pxf-;w^:fc') ^:fc'*Ji6F* L-V^ 

100323 



±E^ ( I ) Tm^ti&it^(no-h. 

(1) ^ 
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v-yL-, Ci _ 6 r;Wa^i'-;<?;P;Jf-yP (0i9, t e r t bdr>';<?;l^7jf-;P) ^k'TH 

7x-/Mf-;K 2, 4-v'^ hdri^-'O'i^'yP^rt'^Jff^ tv^. 
R» tLTtt. -(vy^fU. sec-yf-;K tert-7'f-;l', *:t-^>'f-;P*if<04i<S*5 

S 7x-/P-Ci _ 3 r;P=Sr/PS^rt') . C J _ 5 r/P3^i^;i&;P;Jf-S (tii?, te 

*^Tt>amSiXTV>Tt J:V->Ci _ g T/P^/l^. ^x-yl^-Cj - g T/P^r-zmifc 
«4a^SitTV^Tt>j:V^C7 _ 1 g T^^P^/US^rtW* Lv^. 

fe it^iaRK^ , KJIH^fc J:tXM3RiI^*>4>SJf^TJt^-f-oJ!l^ 1 ^rl> L saSri!'-^ 
<tt Iffl U<<41^:v^L4ffl. J:0»^L<«l*^«2fii) *tr5^rv^tl 0 

mitLhSimx'Wm^tix\^xi,X\^C7 - 1 6 r7/p=^/pa 7xx/u-Ci _ 

<0*;P;K^>';I4SS-M?<) **fflv^ii,*i, ^r*»-Ct>tert-rh^i^;&/l',-Kri;l'^ir<DCi _ 
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ju^ji-m (m. 7x-;W-C, _ 3 T;U^JU&) . Ci _ 6 T/U^/PS, 7x-;l'-C2 
e r t -y h^x*/l//1f:::.;l^S-C'^rVx®-&*«tf i LV>. 

rsy. rneyi^rsy, rf-;i^Tsy, >-'^f-;L'TS>', i^'x^-zursy^rt') , 
-X(i:x-C7 _ 1 6 r^/P^^UTsy (ff9, '^vv^zprsy^rif) . i^ry, ^\uyy 
m^m. 7.yfll^rif) . Ci _ 6 r^uadfi^ (04. ^hdfi^. xh^^fi^^rir) . C3_ 
8 i^^nr/Udf/u i^:5'07"atr;l', v-^'a7'f-;>, i^^'o'O-^/P, i^^'a^v.^fi^ 

«i;l^:c>L2ll) ^tfS^V^Ll OllSSiSliS (M- 2-^x:z;u, 2-^TrU7K 2 
-eUvVK 3-tfy>^';K 4-ey>'';K 2-77-/K 2-Tb7t ^077-/1^. 
a-f-h^t Hoe9x/K 4-tr'<'J>'-;W^:H") ^irifrSI^Sixrv^TtiV^C, _ 
5 Tf\^^f\^ x^;p. rotr/p, yrotr/i^. 7^;u, vrf-^w. se 

S) ^:i:*^fflv^/i>fL, ^:*»-CtTSy. SailK^-. SatlI?-*Jj:t^2*lS 

^^3&»^>ii(fit/S'vT-oJK^l^v^L3ffi (»iL<l±l^rv^L2S) 2:ii'-^< fc i> Hi 
(iftL<{i;l^ri^t4ffl, SA>(=»t U<»il^i:V^L2ffl) -^trS^irv^L 1 OM^^ 
S (m. 2-t»Ji^*;K 4-e'^US^x;P^rir) ^rirTilS4?<xTV^TtJ:v^c, _ g r 
tv^ivm (05, ^^/i^. x^;i-, rot/P, ^yratr;u. rf-zK -^yT'^/t-, sec- 

u*rym=f- . Ci _ 6 T;P3df^- (M, y K^i', xhdf-v-^ri:-) ^5: 

Cj _ 6 Tyu^;us y^;P. x^;p, rot/i/. yroe/i^, rf-zi-, 'f yr^- 

;k sec-T'f-yl', tert-rf-ZP^rif) , C, _ g r;k3^i^ («?!l, y h=3fx. xh=3fi' 

, ro--}f^rv^i:') t£)it-hmuh.hmmx-mm^tix\^x\,x\^c^ _ , g r^^i-^ 
^/ua yf-/!', xf-/p, 7*otr/i^, yrutr/p, T'f-zP, y^^/P. sec-7 

tert-rf-/l'^:t') . C, _ g T;P3=3f-^ (fi^. y h=¥i', xh^ri^, ro^^^x 

ill.. 

tfi. R« ttT«. {Bft$ii-CV^-Ct>J:vv<yi^;Hg4)tJ4{|I^StiX(,^-Ct.J:<.^7 
'Sri:') ^rt'T-g^SixTV^Tt, iv^Ci _ g TfU^Jl^ (M. y^/K x^;K rntryW 
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JI^l^v^tBS (»SL<(il:5rV^L2S) Sri!'-^ir< 1 1> Hi (»S U<ttl^:V^U4 

xf-yi-. rot/u, >f yrot/u. r^/p. Wy^'f-zi-. sec-7"f-;i/, tert-rf-;u^r 
t'. xf-zl-. rotf;l':5ri:'<?)Ci _ 3 T/P^/UK) . 

(ii) Ce _ J 4 rU-;l^ 7x-;l-^ri:') . 

(iii) ^-Nnyyjg^ (m. 7 y*'5ri:') , C, _ g T/Pa^i^ pfhdfi^. xh^f 

'O-i^'/K 7x-;pxf-7i/^rf ) ^:t'*<if ^ Lv^. 

JT-^$ix^ rji^SiXXv^TtxtV^TsySj t LTIi. ( i ) l5ieLJt^-CON 
Ri 2 (Ri 3 ) T^^tlhm. (ii) 1iIEL3t-CO-Q' (Q'liaBft§<lTV^Tt,i 

m ramSixTV^Tt il^ffia (C, _ e ) r/Pn^i'Sj t LTti. il^B*»ii,S 

6 ryu^yt-rsy (CT. ^^;pr5y> x^;i^rsy. rot;i'Tsy. rf-;i/T$y. 
i''^f-/i'T5y. s^'x^/i'Tsy^riT) . ^y-xJii^'-c, _ 1 6 r9;i^='f-;i'r5y ( 

'^vyyursy^t') . i^ry. /sxii^ym^ (m. y^m^t') , _ g t;p3 

(«^. ^ h^i'. xh^s^^rt*) , C3 _ 8 >-^'nT/l^^/l^ i^rJ'nrof/l'. 
^ (»*t<m=3:»-^L4ffl. $4>{rif^L<«l^:i^L2ffl) -S-tr 5^v^L 1 OHasR 

aai(W, 2-f-xx/K 2-f-ryi;7K 2-t:y>';K s-eui^VK 

. 2-77-/P, 2— fh7b 2-Th9t Hotr9x;K 4-^^^^^ 

e/U. yrot/P. rf-zP, >f Vf^)V^ sec-rf-ZP, tert-P^f-/P^:t\ f- 

x^;p, rotrzi'^ifcoCj _ 3 r;p=^^;wS) T-iaje$ftTi-'>Tt iv^rsy^^t' 

Stfix^tr'^-roM^l^v^Lsa (»* L.<»±l^:V^L2a) $r^-«r<i:t Hi (»t L 
<{il=5:V^L4<i, $4>{c4ftL<{i:l=5rV'>t2<l) -&-tr55rV^L 1 OglSlgaiS (M, 
2-try>'';K 4-f'<.'Ji^'-;WJ:tt-) ^rt'TUKSfxTlr^TtiV^Ci _ eTiV^lvm 

yt^n^. xf-;p, rDtrzi-. 'fyrotfzp, -^yr-f-zK sec-r^-zi'. t 

{S»S-C-{l^$ilTV^TtJ:v^5^V^L8g05S«T$yS (0«. 1 - tr'< U i^'x;K t 
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G-G-G— nC . 

r' 

±ie^ ( I ) -Q^iix^it^t L-cJi. :S*wtcti, m^i^mi-i 0,12 

±IB^ (IID T-^$ix-l.-ft^t LTtt. :ftft:«fcU4. »»rS5eSfifi^l~98T« 
[0034] 

±fE^ ( I ) X'm^tLh^-^tii\ii(r>^ COT. -fb^ ( I ) t^h^itii^hh 

( I ) ^z^-fh^-^vis, ■r^j:iyh^mzmit, mjt. sn^^j^ei^Sriec: lxvc^ ( 
I ) c^{i:-f«.^t^!i^!i, ^mm^zi. ^n^^mtci^^m^Lx^-^ < i > i,z^-{tf^^ 

^2:1-^^. ib^fe ( I ) c7)roK7 viT'tLTJi, -fb^ ( I ) coTS^ymifri^Mt 

. Tiv^iv^. ^) ymit^ixfzit-^ (mui. -fb^ft ( I ) orsys*^x>f 3-9-y>f 

Mt. Tv-)V^. ■^>'i-)\^TS.yA)Vif^-)Vit. ( 5-;<f-;l^-2-:t^y- 1 , 3- 

^f-zUfl:, f''^'a>f/^>^-dfi^;><^;^■(b. t e r t-y^/U-fbSiXT'c-fb^^^ri:') . ^b-^% 
( I ) <D*Kit*<TWHb, r;i'#;Wb, vB^-fb, J5eS!{b$fut:fl:^!|55 -fb 
( I ) co^mmti^T-^^Mt. JVVi^ h-f;p-fb. ro^NV-f ;u-fb, e>'<o-</ML •9- 
^'x^/Hb, y7V/\^it, Ty-Mt. >''j<^;ursy^f-/l';*/l"-K-/Hb$ii^c-fb-^%l 
=arir) , fls^ ( I ) c?5;*;i':J^^i^;P«3!i*x;^T/Hb, TS hMb^ixj^c-fb-^a 

(^;ttf. -fb^^?? ( I ) <?5*;l';KJfi^;PS>{p'x^;pxxx;p-fb. 7x-;l'XX7^;Hb. 

jUJiXT/Uit^ X hdpi^;«r;W.-Kx;l':t^ >'Xf-;PXXf';Wb. 7 'J s^/Wxj^-r/Wb. ( 
5-;<f-;P-2-3i-=3fy- 1 . 3-'J:^^Vyy-4--(fU) y^fUx.Xr-fl~ft, '^^u 
'vdf x/l^jj-^x;>&/l'd?-;Wx^;t'X;?,f-;Wb. ^f-zl-TS Hfl:$fi.!^C'(b-&i|%=S:i: ) 
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it-^ ( I ) l^fisaR (CT. »H. >«C. 35S.»»i55rfc') ^rfc'TSaSflTV^ 
^hiz. it^ ( I ) *l*!BjTJ>-:>Tt>. ^HflJjT-aboTt J:v^. 

fl:^!^ ( I ) ost LTJi. (^iitf^w®. r>-^-'>AS. #*isstos. 

— ;PrS>-. i/^n'^^i^A'T^V^ i^i'^o'vaf i^;l^r SV. N, N' -v-Xy^'/l'X 

(i. CT;c.{f^, i^SS, h 'J 7;U5ropSl, 7:?;H?, 7-7;PSr, ?S5K. 
\y^>Wi. ^'X^K. n^'N^'K. '<.>-fe>;^./l-;^>'i!, p 

, {jfitfr/L-^xv, yyy, :^j].=L^ymb(r>mmf(>ti, SHITS yi!fc<oia<?)» 

ymfmmb<7)m. tt:^im^, vsim. s^a-^k. wm. -t-wvu 
atesiftjiiti*:. ±ws^'&». fiiastt*. EBESttft&^ir-f 

l±. Cfi^>t*56B3fl:^i: tr-^^^iiSttttc, i«ci^<?5-&«^S, :»-Ri¥ffi(c 

«*ra*srfflt^&. m}m(r)^^^wmmi,zm.'^x±'^^mthzt<.zi.y)% 

1 ) mm^&m 

y^^^b^'^^tc^fC^VumuS. ( + (-) ( 

+ ) -fiSK, (-) -jSBK. ( + ) -1 -7a:^'>f-;pr5>', (-)-l-7x;^^ 
ji'T^^. i^yn-y. (-) -j^v3x>?v, r/us^yifirif) tai&ms-fr, iii* 

2) dE.9/i,;&9A^ 

ffi. ^i{fa[f!|£^n-7b^7 7^-0«-&. ENANTIO-OVM ( h-V-^tS) J> 

-/K vro/ty-zK r-fehxhij;K M; 7;l^;*-aifK. ^^'x-J-^l^r Sv-tti: ) ^ 

0l|;i{fXf;^:?ovh^57-f-i7)*^. CP-Ch i r as i 1 -DeX CB (i^'-x 
yUif-fx:^;?.^iJi) *j:}-<^v)ViivM.i^LX-^mth. 
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3) 'JrXT\y^-7-i& 

. imr^y^^-tt^. m!c^t%^m'&^j:^wm. mm, mtpa c«-;< h 

[00351 

ft^ift ( I ) ttzM^ffimi, W098/47882. EP-567029. 

W09 7/1 0 2 24. WO 9 3/1 7 1 2 9^:2: tCfMJKO^rafcSV^tt-eixlcJgt.S^- 
aiCfi! -5 TSiji-r s w *5-c # «. . 

tfzljmizx OiSirri. i s . 

-y rWW-i'gyX (ORGAN IC FUNCTIONAL GROUP PR 
EPARATIONS) m2IR, T*f S -y ^rU;^lt (ACADEMIC PRESS 
. INC. ) l9 89^'n:^yy°U'^y>'y-^-:^'-y^ hyyxy*-j(->' 
3> (Comprdiensive Organic Transformations) VCH Publishers Inc., 1989^fl^(Ci£ 

W0 9 8/4 7882. EP-567029.WO9 7/10224.WO9 

3/17 1 2 9^tt'iciBa<^:^J>'i.v^{i-en(ciiits:^aic«6oTii!js^-i.ct*s-c& 

«,HR«(A-1) : 




(A-l) 
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G— G a H 




I i ' 
V G— N 



(A-2) 



(A-1) 




(iir-i) 
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^'p. v2 , v3 t3j:tx-v4 li^ti^timmm (mm. f^ayym=F mtn. 

S^, mSRM^. S-^fglE^) t7t«±R2 2 SO2 -O- (R2 2 WsQjr'yit^tLX^^ 

ifriE (*^c) {cfe{ti.-ai^ (A- 1 ) Tm^tihit-^tfzii-i(^m^^-m^ ( 
iK««E mtii. ^y-^y. h;j^x>-, 'v^irv, 'vr^>'^) . T;i'0-)umi^ (0S 

m^(C-l) T»i^ixUt-^ttzl,i-i:<^^i , ««jl=a:».^Ll »iiL<{i: 
<»4*«j2 0^:V^L5 0*CgKrj>0. RJEl^tt, « 1^:1^.2 41^13. fftL<<4l53 
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fris (*ac) t;fctt-&-«^ (iir-4) T'asfL&^^^-t<i-fc^ig*»4>HR^ 
( iir - 5 ) x'm^tiiit^mttzii-i^ffi&^^^mimjjmiri jm^mskmsu&Th o 

^) > St^^mm mmi. ^y-^y. Viva^y. ^^"fy. ^T-!fym) > T)Vzi 
-A'^fm {msHi. jt9J—)V. -runj-iv^ f^j—fi,^) ^ jsxi*r 

yJkWSk^mUi. i^'9wQ:/.9y^ l/9xius.9y. 9'oui5:iVl.m , T-^Yy. T 

a-rSCttCioTPi .KOt&cORlKaSli, WO^rV^Ul 

OOX;, »SL<tif«jO^rV^L5O-CM«-t'*>0, KiC^ti. tt>0. l^rV^L24^ia 

mmm-hzti^x-th. 

cmc ) t:*j{ts-«^ (uv -5) Tm^tihit^tfiit^<o^ti>-mA 

(lir-6) Tm^ix.^<t-^mt:li-ir<^^<ORmi. M;c.Jfx— f/P^^ (0!l;t{f 

-IR^ (Iir-5) T'^§fl|.fl:-^^f^{i:^0^1t;Uc«LT> -SiC (C-2) T 
m^ixh^^t.fz\±^<n^i . *!J15:V>L1 Ot;P^«, »S L<lit51^:>'^L2*;l' 
Z.<r>bt<r>mS^\i. *«>0^:V^U1 0 0*0. »*U<{±*«>2 0^rV%L 
5 0*cmKT'2b'5. RlS^Ji. l«jl^rV^L2 4^IBI. »i L<Jil?)3^rV^Ll O^HS 

t^::. (iir-6) TrmtLh^-^mM^ermt. mm^L-^A^mm ( 

tli. ^y-^y. h/ux.y. ^^-fy. ^r^ym) , r/t-a-zP^ME -'<^ 
/-/P. xrj'y-zK rn>''«y-;p, r^j'y-yi^) (iir-5) t- 

mi^iii>{t^tt:ii^<7)^b-m^ (c-3) x'm^tii>it^'mtfiii^(Dmx'o . m 

^zbtzX':>xiiWkthzbi}'X'^h. mtf. KS^^^'J7/^>^-ope^ 

<r)Wl^TI,z^o<7>ifi»tL\>\ Zffibtf. -m^ (llV-5) X'^^tl^hit-^ttiit 
•^-oait/Wc^fL. (C-3) T'^?<il.-fk^S;t«-?-oa{i, ttJl'Srv^Ll 
OtywSJI, »t L<{il>jl^v>L2*;P^», KliO^v^t 5*;P^». i?^t<{i:0 

LTO-CT-iO. R*5^{4, *«J 1=3:^^^2 4^, »i L<l4*«;3^rV^L 1 O^flSfeJK 

i<^j:^icfc^<?.<x*<k-^ (iir-6) <±. 4^«o4^«i»s^g. wxtfaai. m 



V 
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(UV-7)X'^^tlh{t^t.tiii^<om^S.flCH±, StA (C-4) ftSV^J±-« 
(C-5) fa^*lS'fb^!|%^3tJi'f^0igS:ffloT, -ffi^ (Ill'-S) Tm^tlhit 

■^i)^t>-m^ (iir-6) x'm$ix.i>{t-^i:mm:thxmtmmcomsii^m^^izt 
ifiT^h. zff)X5izLr^(>fii>^-^ (iir-7) mni 

•oT t, J: < . RlEai=«««fc:jB tT«H«^l»*-r & Ztlz}:*) SWfl:^S•^#& vl t 

tert-7'h^i';*;l'-i<-;P (Bo c ) ^rt') , T 'JyPit^i^;^;!-.-^-;!' ( A l o 
c) . 7x-;|/jj-#s/'*/l/#r.;K 7;P*U-/l'^'f-/P**>'*;l'#-/K Fmo c ) . 

y)V^iV-it^i^iil)V:f^=.)\^ (fi^Utf. 'O'i'';!/^^ j^;*/k;Jf-;K Z ) ^rif) . C7 _ 

yPTSy^^^y^t'A^'fflv^^jixi.. c:ixt>c5S^Sfc LTJ4. 7x-;PS, >'\o>->Jl 

If. ;<-f";l^?&;W/-K-;w. xf-^Pj^^l^rftx/i/. yf-;PX?rt';Kx/W^rir) , -ho3l^rir*«ffl 

\^t^fi. msmnmii^j:\^L3wm.x'hh. 

■^/Ktsjitf. Xf-;K n-roe/i', i-roe;!/, n-rf-;u. tert-yf- 
^ix^OS^Si: Lfti, >'Nuy>'S^ (m<f. 7>y«. H-^* 

;U (^itf, ^■f/P, Xf-/P, n-Tot;P, i -rat;t-> n-7'^;K tert-7"^/W 
mt\i. r-fef-;P. x-f-;PX?;l.#:i;l./ft') , 's.vv^;!^^ C7 _ 1 0 ^ 

. y-vn. S-^ig^i:') , Ci _ 6 r;P^/P (fia|;ttf, ;<f-/l', xf-/l^, n 

-rotr/p^ri:') , 7xx;p, C7 _ j 0 T'^)V^}V mt\i^ ^yJiU^t') , Cj _ 

6 Tfl-airSy mtii, J<h^'>. Xh=afi^, n-To-ITdf s^^rt') , xbQS^:if*Jffl 

^t-^m (I ) t L<{i:-E-cOJa*7t{4'e^7)rnF5-y^ (OT, ^^W^McOit-^ (I ) fc 
RFRPSSW4. RFTS h'«jtSr*-tS^r^H!^^^L.#SSS«:-C-J>'3. 
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<f. WOOO/2 944 l#«Ba§ilTV^I.GSe«*aSHrr:J'-Ma«OT7T 

0 22 imtii. E?iis#: i-rasixsT5yies?ii&^-rshhRFRPSs«:. m 

S<x& r $ yiS^JSr^-r ■& -7^^ R F R PSSftc^Sr tWtf ^>iti. . 

KfllSllftJI. RFRPSS«Mom§rffi«t-|.f^ffl (««iJf. RFRPg^*JS«:ft 
ffl. RFRPSS»rv:$'d'::i;^hffffi) fcffiJl-t&f^ffi (^ilf, RFRPSSft:f^i!) 
jfm. RFRP^mt^T^-Xhi^m) comiit:t^-tifi. *%Hat'{iRFRPgS«MOta 
mim.m-rtf^m. =5:*»T-tRFRPSS*rv^':3'-;:^hf^ffl*<J:0»^ LV^. 

RFRPS§#cr)S|gp85f^ffl. RF RPS^ftTrf-Xhf^flg. RFRPgSftrv 
^'ri'r.Xff^ffi^ftS, WOOO/2944 l-ftZiaS^itTV^SRFRPfcOTTTO 

*^HBi7)RFRPS?gfr«SI|pI5?ffl{±. (ff»;t{f, -7'!7>^, >'>A>^:J' 

"^l?-^, >fpr, T^i^, fyj^\ -y-yK th^) iZitLX, flKxJtRFRPSS 
«sO«iyS«ff^ffl . ^tCR F R PSS^IcJitaf^II ( R F R Pg?gf<cr :f hf^ffl ) 
i£-^L, (gP)KiRtt, (ftlH) RFRPRB^t^JiR 

FRp*«ra-^-rs^«o^[ig . simm. m<r)mtm im, *;ub^o cosm^m 

^'oC. 2^l|HBiORFRPSS#«tgPfiSSKi. rn7^'^y:»-?«.HHSS'J> »tL<« 

laiSBtt. m&fkni. xvvx. se^^giii. ro^^'f- ^^'i? 

T^v:^, ?LHiiJ£, ^m:km. ^T'J ■ ynyyi.iV (Chiari-Froniel) m.m 

p. T/Urf ^-y-x/P • ;*;^T--fO (Argonz-del Castilo) jg^, '^X ■ T/l^y 
y^Y (Forbes-Albright) fLffiDvy-CH, flm^^Sft^rif 

S4>t-. *?6HBiORFRPSS«Sfg^fii»Ui:. ^tt^/Ut^^^lSHSiWJ, ff^Ktt 

^^<7)RFRP^^f^m^tmii. mtif. ^itmmm^-^. ^imm&mmz^om 

*^Hai^RFRPg§f«aig^KaiB4. mta, m-f^/i^^^^y-^mmm. it 

tii. mmm. mmtmw, ^^h-i^^, r>-H->-;?., ni^miu 
msLmwmm. as. SESiS. smjiiffi, tttisig»«, «jtg^, mshe, -^m- 

$hiz. *5iHH£ORFRPgsflc88tgpifis»m. mtn. mmmmmMt Lx^mx' 

mz. :^^nRFRP^^immimm±. amm. eis^ms^o^Rs-jsg^t 
Lx^mTh^. 

^^mcoit-^ ( I ) mi^ms.izmmi'^mizii. ^tLhms.i,zM'^m\>'^ii>ti^m 
mttziiimmtm&mm-rizbi^mx'hh. 

^kiz. *i6aB<^^ ( I ) iiM^&mBizxm-thmiz. &^amm st*. v 
^^y§m^t')bmm-rhzti>-^mx'h*). ttz, ms=Fma^^xi^ti&^-^i>^x 
. mmmmt Lxmm-r&z t t^fiT'*&. 
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[0036] 
[00371 

^sciEtT, ^<ommizmt^mizmmnzii\.^xm^m^^i^tii>S3m. 
sij. i^iasij. jfiRSii, wm. mmm, m^m, ?Lfl3W^s-jei:. jifi**s-ti:T 

Wkti>zttiiX'^h, 

mm. ( I ) imuzm-hm^Kni. w^m. m^m. mm. « 

mimi-^^^-txm^tzttfix't. ^mmmizmt^^iza. mm, m 
-km. mmm'S:is^^itx^:ts>ztt^x't^. tti. mis.x/^r-tfimi,zmts> 
iSr^izitmmmi. i^oyymizmthnk^izti-mmiFt:. ^itiummizmt 

[0038] 

mmm(7)mttxi,t. :^y-rvywt7^^^'>'^J^. :^'rTvym. XT7vymA>\^i^ 

^BvSttSiJ<7)flRlfc LTJi. h V A, -if U VlU^- h 8 0 . V/V-fr? V 

•tyi§15Sx;?.T;i's :^'fT 0 y^^^J -^^1^)^^ omt^mfhfth . 

CfeV^TilSfflt^ibil-S^feSO. ^fSffJ. S^IPJ, JfiflffMSrSfi, ^ 

[0039] 

(*56BJO<l:^?%l (I ) ) fcL.T$51=5:V^L10 0 0iiig. »iU<<±*«J3^: 
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l>L.300Bg. ^'olcif* L<<±I51 0^V'>L2 0 0Bgri>'5. Ztie>i:l^ttdi2^ 

ifihwt^ii. mmwmiiLx^,tM^<y'j)\^, o'j)VT)v=i-)i'^j:}ftmmLx%> 

[0040] 

^^mcoit-^ ( I ) i:fiffflL#i.i6!t*i (JUT, mmmikmit^^t/'h^) t l 

wmi. nmm. {t^^smi. ^mmm, stsmmm. nmm. mMmi, ^rwm 
imm. tmrn, mmmm. tm^. tn^mm. • ^tz^m. mm. mm. ta 
mmrn. imnmm. tmmm. m^mm. ta:T^*>^al, mo-:>m. tKr 

i^)i^^-m. ^-o-m. WF&tm. Avmm. jm^iia^, wmstm. t:^^ym. 

SOfitfr, tiii{yett^T-fX-:?-#fflfqjS)li, fiuJJStt^f ^X-:#'-f^ffl«I$IJfil«£!5rir 

m-, ^ y::^V ymSi : Tai' iy>( yx>j ymm ; ^ yxoy<r>y'^^j(yhtt:iimf 
m. iNs-1^) . gp>fi^;^'j>^:&if) , ^yxvyfs^mmii (m. e 

;t^U:?yy^!^;{i^-ir)S (fftt<{i:SlS«) . hai^V^Yy. ai^^^V^Yytfz 
«-eotg (ff*U<ti-7W>f >'iaa) . P:r'J=^f-9->'(Reglixane)(JTT-5 0 1), :^ 
h^^';^V>'(Netoglitazone)(MCC-5 5 5), YM-440. GI -262570, 
KRP-297, FK-614, CS-01 1. (rE)-r-(((4-((5-^^/l^-2-7 x-;P- 
i-yt^VY>JJi^):>( h^i^)yjL-MM V-^i^U 5 y]'<.>-feV7':?yK^. W099/58510 

Tesaglitazar) (AZ-242) . 7Xr^y ^-f — yKRagagiitazar) (NN-622) , BMS-29858 
5. ONO-5816, BM-13-1258. LM-4156, MBX-102, LY-519818, MX-6054, LY-510929, ^^^^ 
'J^y>(Balaglitazone)(NN-2344), ^-mtfz^i■^<0^. THR-0921) , a-f^ll-ai^^^ 

—m.wmm. ^r^^v^it-x. r*7Pd?->^, 5^^uh-;K xs^^ux-h^) . t* 
i^Ti->( KSH im. y3iyni;us.y. .xh^/ps^-, y;f»;ps>'^) . ^yxvy^i& 



(57) 1^^2004-331659 (P2004-331659A) 

F^] . GLP-lgS«cT:/-;^h [M, GLP-1, GLP-lMRSfl. NN-221L AC-2993(exend 
in-4). BIM-51077. Aib(835)hGLP-l(7.37)NH2. CJC-1131^] . i^^r^'J/i^^T^y- 
-tfl Vffi^ N VP- DPP- 2 7 8. PT-1 0 0. P 3 2/9 8. P93/01. NV 
P--DPP-728. LAF237. TS-021^) . 03T::f=iXh (Ms CL-3 1 6 243. SR-5 
86 1 1-A. UL-TG-3 0 7. AJ-9677. AZ40 14 0^) . T^UVT 

;^:7r tfffl^M. :/;^;^::^'>itln3FJ^) . SGLT (sodium-glucose cotransporte 
r) WS^l («. T-1 09 5#) . 11>S -b Ho^rx;^'rn>f Hrb Hn^'-^— femS 

as (fi^. BVT-3498^) . Ti^Tft^^i^i^yttiii^comm. mwm 

. uy^ymK^^W-^. v^hx^^y^mi^i^mm (wooi/25228. woo3/42204iB«c7) 

Yb-^. M398/44921. W098/45285. W099/22735iEK^O^k'^^) . ^//Pndrf — tfiStt-ft; 

m Ro-28-1675) mifimf^tih. 

JVUUX^^yh^ '^i-\yX:$^yh. Y:!^JU'l^X^ y h . y^i^UX^yh (SNK-86 

0) . ^i-ji^ux^yh (ARi-50 9) . cT-1 12^) . nmsms^^^sxv^^ 

COiiJpSg (M. NGF. NT-3. BDNF. W001/14372(3ieSfcO::^ jl-O ho:7 yjS* • 
^ii^i&m^l (ff!li(f4-(4-:7nn7i-;W-2-(2-^f-;U-l->f ^yY0JU)-5'[3'(2':^i' 

;P7xydfi^)7-ntr;u)3rdj^^?-y-;u3ari:) ^) . roT-^ y^-f — hfc (PKC) mm 

m LY-33353 1^) . AGEffiS^J (M, ALT-945. bV^i^V. f 
^h^^f^V. N-^x'fi^yP^rVy^AT'D^ K (ALT-766) . EXO-2 2 
6. ALT-711. try (Pyridorin) . bU Kd^nf^ y^) , Ji§tt»fgfg*3E («?(. 

^9hmm) . isjiiL«t£5gi?J (i^J. f^:truK^) . v-^hx^i^y^^tt^imm (bim2 

3190) . T7t^h-i^X>'^i-;\^\y^AU-T'^ y^^i^—^-l (ASK-1) 

lifiiiflL^&iss?^ LT^. aux^a-ii^mmrnvh^x^^ymt^m (m. ry 
f^x^^y^ xWN'xr^f-y. uyN'x:^^^. rV)V)^x9'iry ^ yjvf^x^^y^ -feU 
yN';:^^^y^yt:(i:-E-ii^c7)ffi (fifj. '^^»J^Affilf) ^) . x^ri^>'^«S^SW ( 
W097/10224tCiEaO'ft^%. ffy;L(fN- [ [ (3R, 55)-l-(3-T-b h=^^-2,2-i^';<^;P 
rnt:/W-7-:;^oa-5-(2.3-i^'^ h^£/'7x-/W-2-;l-^f 7-1,2,3,5-^ h^t Fn-4.1- 

'<.>'y^^-9-ife>'-3-'>f;u] r-fe^;H tr'<i;i;?>'-4-i^ari: ) . 7>fr7-h^'& 
?*)(CT. ^f'^^f-Z^-h. i?'o7>f:/9-h. >'A7>f7'^-h. ^^^Uy^-f^^-h 

. T^ru/u^) . ryi^y^r-yi^yntm^l (^J> ni?-;^:^y. tiy'f'^iv^y i^u 
xroif/Ur^^-. >^<;U1?";P^^>. -r/l^^i^/l^rJ':^. >f /l^i^'/PrJ'V. r^y-typ 
^^-^ l-[(2'-(2,^>?t Kn-5-:t^y-4H-l,2.4-?r^1fS^'ry'-7l^3->f ;P)t'7x:=.;W 
4->r;P];'<^;P3-2-xh:5rWH--^yX>f $:ry'-;u-7-;^;P;KyK^) . 
(m. v-i/'try. x^xi/by. TJ^ni^'fy. XTf.xi^t:^^. =i:^;i'i^\::ym) . 

iOEaSflttT^i. muf^ummmm r^xyj^yyivr^y. ya^yy^u 
y^y^ :7x>x;^$y. zy^hy^y. Tyy^^ry^y. ^^^yys^s^y^ ^'J 

yY-)V^ ^xX/wrny^y-zUT^y. "^^aK.WVy^X ; MCHSgi«Se53g (CT. S 
B-568849 ; SNAP-7941 : (AD01/82925iD J:lM)01/87834t3^^il^^b'^^) ; X:2.-D/< 
r^KYiSfitlg (M. CP-422935^) : ;5r>-^tV-f FSSfWtStgg (^J. SR-141716. SR- 
147778^) ; yuvymm ; 11/3-b Ko^>';?.xn-f Hxb Hoy'-h— tfHI^ (f^J 
. BVT-3498^)^) . mV^'^-'tWSm (M. yffUVXi$^yh. ATL-9 6 2^) . 0 
3TrfxXh (W. CL-3 1 6 243. SR-5 86 1 1-A. UL-TG-307. 
AJ-9 6 77. AZ4 014 0^) . Ktt:fea«W$iJiS (M. l^T^y. CNTF 
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L-1 5849^) . m^mmm m. p-^rm) mtfimfhti^. 

(m. T-fe^J^y^^K^) . ^nji^y-^fyxjUii-.yr^^^mm (m. ^xj)V9')Yy 
. pf^/u^-H. >r >':^>'N-a K^) . ry-b^K. >fyy;pt>\ x^^^^y:^^, ev^- 

mi's. v>r Fv>f TF'Jr-e>f ^v^) . a[!B!**!iiS5Si| (W. b'>:;'ij;7. 
^y. bVri^y. ^d{.y_;l^) ^ ^;^7-^^>'. ti)Vitiry^y^ xF.-K^ri^F=5:i: 

^y^) . jte^x^^a-c^i^ixi>^f>f F;*>r>' (m. ^y9-yx.uy^ ^fy^- 

u>(^y ( I L) ^) . nQX-ma^ ®m«r?a::i-~mH^. x>;xn;KX 
^:fc';«rf^fetf 3S:*>TtIL-l. IL-2. I L- 1 2^rt*t7)>f :^^-n>f 

^/^X/N'tlV-fF U^-^(dalteparin sodiuin)^:^: ) . V;P7 r 'J >- V;W7rU>' 
;»U»>A^ri:) . tSFD^^bVlg (m. T;P;<rF nyN'v(aragatroban)^:h') . JtttSJB 
3g (fi^. '>n:^'f--b(urokinase). ^r-^— b'(tisokinase) . Tyl^-fr^— b(altepl 
ase). b'(nateplase). ^y-rT*^— b'(iionteplase) . xT'^— b'(pa«ite 

Plase)^:ir) . JlL/jN«aS^|ISiag (Wl. SKf-^DbTi^Vdiclopidine hydrochloride) 
. >'nX:?'y— ;Kcilostazol). >f a-t^yFlgx^/P. <7roxF-^F i;^A(berap 
rost sodium). taBTtf/P^Kr^^U-^- F (sarpogrelate hydrochloride) =5: if ) ^}£ifmfh 

*ffiiS!£?^^J^ LT«i. t?!I;t{fr;Ur^r;^;l'>'F-;U (alfacalcidol) . 
^"JU (calcitriol) , x;P;*Fx>' (elcatonin) . '♦f ^;&;P>'Fx>' (calcitonin s 
alaon) . XXFU^— 7U (estriol) . ^fr'J^^^JO- (ipriflavone) . ^n'$ FovK 
I::^Fll^A (pamidronate disodiiun) . TU^ FnvK-f F U '^A*^ (alendronat 
e sodium hydrate) . ^ y^ l^ayMZ^-f-hV^J^ (incadronate disodium) ^i^fh 
tlh. 

\::^^ymtLXl±. milfh'i^^yB^ . b-r^^^^Bi 2^*W^tl^. 

tnm^ltLXi^. mUf99^)y (tacrine) . (donepezil) . U^'N'Xf' 

y^y (rivastigmine) . iSyy^\y (galantamine) mtf^fhith. 

fSM • K^^r&SISi: LXl±. Mtll^^yy:t^^^-h (flavoxate hydrochloride) 
. iSK^=^>'yf'X>' (oxybutynin hydrochloride) . iaKT'u bT^ >J (propiverine 
hydrochloride) mifimf^tlh. 

it^i^1fi--'mmm m. ^yV^^l^ym) i^^y^- • U-^--^ (cancer Resea 
rch).m4 9^. 59 3 5-5 93 91:. I 9 S9^'} ^ y^U'!fX^uym$^ 
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^^yx-fo-ZPT-fef— h ) Ci^-v— ^;^ a-T ■ ■ i^yaai^— (Journal 

of Clinical Oncology) . HI 2^. 2 13-2 2 5M. 1 9 94*K tl«:^rQ-< H 

U-r^ • .-^/P- ^-v-yif— (British Journal of Cancer) . Sf6 8^ 

. 3 1 4~3 1 1 9 9 3^D , "l GF - 1 , i>l>V^{il®EaS-iS3l 

•ri)H?-f*STNF-a, LIF. I L- 6 , :t >'3::^:J'^>-MtC«~r*JS«c=5:i:'t>* 
HBHioft^ ( I ) tfifffl-rsc:k*5T&*. 
$4.13. e'fbffiWSiJ(W, ALT-711^), W&Wc.'m^m. Y-128. VX853, prosaptide 

^). tiio-5ig(«. Ti^r^sv-. rs hur-?-'j:^. -Ysr^sv). i5^r^*»^^g ( 

09. ^th'Ji^'V, MJl^r^/KTrileptal) , *rTv (Keppra) . V^Y^yV (Zoneg 
ran) , ri^=3f+^<'J> (Pregabalin) . /\-:3^'7A K (Harkoseride) , i^^/W^V-tf t: 
» . taTFfiSl^ (ffH. ^^i^Uf-V) . r-fe^;P3U>'5S*'J;^ryK(^. ABT-594) 
. x>'b--by>'SS!(«S!fi3g (R ABT-627) , t^TS >'JR'9a*[fl^(0<l. h^vK 

M. m.'mm^m. ^;ut;t^), GABAS^»f«!ilE <«, ^^^x^-^y^y. dfi'M-'^ 
y^VMRSd) , a2gSi45f^3g , ^m«S«lg (M, ijr-^A>-y) 

( 1 ) ( I ) ^tz\mmmiikimxm-'th^^z)ic*<x. ^<nm-'L 

(2) *«<Offi*lt (©g, ftg^rf ) t:*GtT. i^%^(r>1c^ ( I ) tfifffl-f-SaP** 

(5) *i6HBofl:^ ( I ) hmwmii)i^mmthz.h\zi.yi. nmmf^htih . 

X't^h. 

mm>tf}^m^-kh^tLX\,^tnii\'\ z<oio^j:tk4-mmttx\i. mm. ( i ) * 
^mcoit-^ ( I ) tmmmmtimmi,zwmitLx'^i>titm-cr>micoik^. ( 2 ) 
( I ) tmmmBti%<i^i:zmHtLxnt>ti?>2mcomi(7>^-^k^m 
iix'(7>mmk^. ( 3 ) ( 1 ) ti^mmstim^izwmitvx'^%(>tih 

2m<^wm<om-ik4^x'(7)ms^^ti^-^x<^tk^. (4) *^Bj<^fl:-&^i5 n) tm 
mmfnb ^mizmm^tLxne>ti^2m(omfi(7:>m^j:hik¥i&mx'conmtk^. ( 5 ) 
^w^<o^-^m ( I ) tmmmib^^ii^i,zmMttxn(>tii2mer>mi<o^^j:^&^ 
tmx'<r>m^mm\'^x<r>tk4- imta, ^^^^^coit-^ ( i ) : mmmi<^imx'<r>tk 
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. tmim. -mmL tmm. &wm<ommimsi. mMm\>^izti>T^ 
^^m(ommmizinfi:^^m<7)it-^i^ ( i ) tmmmib<r>mrit!ii, ^^tm, s 

Tffia-rs*^ mismi^izntx^o . o i^rv^ti ooaji%. «tL<iimo. 

P>{z1^tL<imo. 5^:V^L2 0S*%mKT*«.. 

mm, *^cofl:^ ( I ) tt:iimmmn±, ^mi im, -v^f-v (Tweai) s 

0 (rf7X/N'<^?:r-ltS?. *S) . HCO 60 (B5t^rS;{,;i^XS) . ;tf;xf-U-y:5^U 3 

r)Vii^)±mis.m , mmm s-(k-^M>'>ju. iafl:*i;>>A. v^'-h-zK y 

i,zyiiVc.mimiz, s>i,\m:^v-rjA, ^^m, t^mes, ::i-ym:i:(7>m.'m, roe 

tfz, m^j^ff):^mizm\ ^^<D{t-^ ( i ) ttzimmmuz, mm, mm 
m im, WIS, ei8> rvrv^rif > , mm m, f>ry, mt^n^i^^j^^ti , 
m^m (m, fyyy, rv'^r^^, i])Vifs^'^:^^iv^)\^u-x^ --tf j t'x-;n^o 

v^'^i^'^A. ^IfUxf-v^-^^ya-;!^ eooo^rf) ^ri:^8anLTEi©^L, »: 

S3— f -f >'^^t L.TJ±. ff|;l{f. b Kodfi^rot:;P;<f-;P-fe;Po-x, xf-;Mr;P 
D— b h-odfv;<f-;M:;l'D-:^, b Hodfi^TnbVUi/Uo-;?., rff >; jr:?fi^x^ 
vyi^^}n—)V, v^—y 80. r^poxy^' F68. ■b/i'D-xr-b-T— 
— b Fo^i^7*Dt:/P>-f-;Hr7WD-X7:J'l/'— b Hodf i^^f-zU-b/Po-XT 
-fex-h-y-^'v-^— F. ^AYv^'vY (D-i.ttS, F-f-y. ^:?T^ U;H! • Ti? U 
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LTti, mUf^ifMJIS.. MiVu^yWm. b'i-/k«-^, u/u«ai 

*«HBcofl:-&ii«j ( I ) (4. su^apj (0i. tan, wm. m^. ^r^)m) ^j:i£<ri& 

OTtw. C 1 D ( I ) ^7tWfifffl3E!t*iOiMtf?fi)fc it^-eoPS. C 2 D 

*56BBco^k^!isj ( I ) ttz\mmmmmLmmtt:\i3£mm\iiXxf^ff)mss^. c 
3D *^jcofl:^!Hj ( I ) tti\mmmi(^Ti&. f^-ytivtftMum^Tmimiii. 

^w^m.-^ ( I ) t.fii\immm^Mzmi^Lx^j:hmimifiiBtL\.^. ^mm 
mmm\i. ^w^<r)i!c^^ ( i ) t.ti\mmm^mmzi: ^'R^^'^ttzn/a 

^gi)4=0:*:^aji7){l:^% ( I ) S ;^cJi»ffl^OiiS{±0 . 5-5 0 w/v%. »^ 
L<«43~2 Ow/v%gJg-C'$,&. ifcS,&#B!tS*7t<4/fc j:lXlfU^;HSg<^jB« 
JiO. 5~5 0w/v%. fftL<{43~2 0w/v%gjSTJ)l.. 

t.t;i. i?^mz\t-mzmm.zm^%fLhmm. mummcm r:^-a)v 

miMii. p RmmicomiWzx o , p h 2-1 2® * L<tiP h 2 . s-s. ocps 
ajWS9J4*%HSio^^!B!i ( I ) ttiimmmibmmi.zx^^M^^m^tfzi,iyiiXx/ 

^V^)l^cr>M1]i. tfZ'JS^lzX '0±MZmmt:yiii>zmm't^ZblzX ^n(:>tih . 
»Js£B^i: Srff oZblzi: K>&mmb LXm^th ZbifiX'^ S . 
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h^ri^xf-/p;< ^ >j ^/i^i^-^^:xf-/^>< i^^tju- h/r s y ^"J 

b ^'JT^ U /UBS- ;K U > ^ y ;Hl, ^"J /l«T/l'=3f ^I^T 5 

^'^'Ul^-hi^S-^flc, tOiptt^t'f H7^-yhRS-100, RL-100. RS-3 
OD, RL-30D, RL-PO, RS -PO (T ^' U/HEXf-^P .X^'T^' y/UBt?<f- 
;P • :5'T:5' U/t-KSflSh U^f-;> • Ti^^x-^AXf-zPi^^*) , sT-f h'^^^f •/ hN 
E-30D (>:J'rj?U;HS^^;P- T^'i;;H!x^/P^fi-^) ^fcO^J-^f H9^<y h 

;^-f/P, :^^:i:*<0'7 y^':^S. .-K'J:/y-bUyfllffl5Kxx-r/>^*<^f^>ixS. 

Zff)Xo^Wi&commi:^L. pH«Saftt«0lS5PI$-^rffJV-tLT»±. <5l;l{f;* 
(Carbomer) 934 P. 940. 941, 974 P. 980, 134 2^, -"KU 
^—li^y-OU (polycarbophil ) . A)Ui^^M,7ttO:^;i(—y^jU (carciua polycarbophil 
) (loEJit^-fiXtBF^^-yKU y^ttSi) . ^Wt'X'73-10 3. 104, 105, 

3 04 (\,^-mhmmM m) m) =sri^^7)*BigM^yr^'U/Hdi-&«:*«^f/?><x&. 

#ftttSi«l<7)«Il^l=fc{t&^l<^}§tt!fe«<0*W*»i*!j3 0^ri,^L*59 0% (w/w) , 
»^L<{*K»3 5^:v^Lf«;8 0% (m/w) , § t<J4*«>4 CSrV^L? 5% (*✓»>) 

, K^tt4<'Uv-<^if:r^±*«j3^:v^t*1j3 0% (w/w) , »tt<l±$«73^rV^L*^l 5 

S>mJiiitmW<^^^m5 0%(Wi>i)aT, «tL<ii^^5-^4 0% (w/w) , S4>»= 
»^L<{4l«j5~fi;3 5% (w/w) T-*>.S.. ^c:T-±iB% (w/«) {4t6KSflffi*>4>>i« (fiSH 
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ffi«spj. ismm. ^itsmiM^L. ^iWLtiiLm.m. mimm&m:t'iz 

i^cnmfs-^mi. iK;0.5^v^L*<j9 5% (w/w) , tfiiL<{ii^5.0^:v%L.««)80% 
(w/») . $*>t*f*L<»li|!530^rlr^Lil«>7 0% (w/w) 

xf-w:^^^'j3-/K .■K'Jt'::^;H^o'J K:^, r/Pnr: ••/ ^' f 6 8 , T^t'TrfA, 

S/'^ACECGSOS). ^'oX;>!?;P^D-;?.-tM;'>Z>(Ac-Di-Sol), ^m:i^Vh'=.tU\fa^J 
\iy (^'DX^fh'KV) , fiS^t Ko=Jri'rabr;Hr;Pn-;^ (L-HPC) ^i^nm^^ 

**ffli^/?>ixS. 3c€fl^Jfc t-C»i}S5K. i^x^K. y^jum. -7\^^ym: 

)v ^^y-n^. x.^y-ju^t') ^(m^*j:mmizmmLt:m-kmi::^7'u-L^j: 
mm. mimri-T-^yymfmmmtmzi.'oxi.^-thz. 

^'X3ST'Sji$ix^>:t>0*5ffifflT#. -f-tOT^e^Sti*?;! 0 Ojum^rV^Lf*Jl , 5 0 0 

w^zist-fihwuatwrnt i^mthtzMz. mmm.(r)^mimiLx t iv^ 

-e<^«a4«i<^tc*tL-C*«Jl=StoU«t>l 5% (w/w) . »i L<JiiK;l=5rv^L«5 

10% (w/w) , $t>tcif^L<«i:ft2^V^L«<)8% (w/w) T'Sil>. 

II. m(7iwm<,zxhw.n. 

w) . ffi;L<{±*!)5^:V^L*«>50% (w/w) . S(J>{c»i t<«±*«;5^V^L3 5% (w/w 
) X'ht. 
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:7x>K, 3^x^-1?, -7l^-f ^'l^^rt'OKSrjDiT t iv*. 

«i«±. mmmmtLxiim^in.hm3mx'hix\mi,z^^ii^j:\.^, mumuwmm. 

) rb'-fe/PPH 1 0 l=5ri:) . ^^^-^'^H. -^y-h-JV. (g«*l*^r^S! 
-iK>99. 4w/w%. JfiL.<{±l«;2 0~*«;9 8. 5w/w%. S l,<{±*!>3 0 

iL<\,mi--4fje o%o«H*»4>2Ei:ss?-r?. ^ t *«-c# s . 

o-^m^tLXM. mt\it)Vi^^'^i^yt.^)V-^)Vu-Xt)Vi^'OJ^ (i^a&PpSS. EC 
G-5 05) , ^''OXiDV^u-x+h'J^M, mt\i. (») T^'i^'V/P) 

. j^oj^dft'HV (0|;t»f. BASFttS. a'JK^'CL) , ifiS^t Hodfi^rotr 

:ifi^'^:i^ivxi'-^'rhU^J^ {:mmMm. a^^xms-:/). S^^aitfyyy ( 
M^k« (») PCS) ^rtr**«v^4>*i., «i«f*i:««tT9l*. *>«v^±S 

mL&mimnms3mxt>i>nr^ . gp@sfKO<o*s-tc»i±E<o««K:aD;iT . 
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f-^vy;^t•^'>-ms^x;z.x;^. ;KU?t-^i'X^^ytv>-?4Kai«s:l|co^M:t>-** 
BvSttSl=5:i:). r^-zl^^feSS, *7;<^l', '^V**?. m^^^y. V 

■«i:TS4--r-S.SffJt LTt>J:<. */iPi«Sr-e<0^ ^abl,»,^«jia:, ^JiO^Sl^t^ttc: 

}ftmfioti^ mz-7>-v-)vtiint.L\^. s^-ttafrttxtt^B^B-t/uo-x, xf- 
. ^K*/^^-'>A^i:'<7)K^^^is*^^afr5!^WA>i^, i^icfefa-fe/uo-x (CT, sees 

— X. b HOiif i^rob/Hr/l^n-X, b Kodf >-rae;P;^f-;H:;Pn-x) , -b'5f- 
im'&.TWy. *fyr^'iJ;Hr (M> . ;K'J^:J':J"J;H!, ^If'Jb'::. 

/Ur/Pn-zk ,-Ki;X'f-uy^^U3-;P, ;Ki;b'r.;l.trDi; h>-. -■Ky;*-;^^ -(/K r 
X3;Ub'>'Ky'«;P = ^yS^^if3!»«p{f <i>ix. b F^dE■>'rot;;^;<f-;^-b/^o-x, -i^ 
yr^"J;PS!, nv^V^S.. -^f^f-y, ;<?;P;fdfv;'<f-;H:/l'D-X, ^'Jb'r.;kb*a 
UHV. ;l^!;xf-uy^^U3-;U^i:*s»tLV>. i^Cb Hodf i^rob/W^^/Hr/Po 
-XAJUf^Uv S^ftadk LT{4. i^x-f-f V. f-^y/Ub'h-;U, ^'Xi^K 
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ffiKKf+ft (y 'f/^A) t,zm.-tim-^ii. ^^m^^ ( i ) ttzummmax 

m^itx{cast)7 ^/uM.b'r&, ^hiz. -sjtm. m<mitm. fumi. 
. msm. mmK):i;<ommitatxi,j:^\ y ^/uMzm&ffmfti^tht:if>7iiv 

-ri— h-^i:cr)irf|iffl*T-i^=5rlI$ (if^ t<lil 0-1 0 0 0 5 j7nymK) C-?- 

m&^tifiy ^ juM±maL^L<mi&Tmai^^. mm<mmnuzmrttuiiii\>\ 
it^m ( I ) tfzimmmiitii^^x'h?>ym^^L<\i^mf&^^-fV^-b(r>m 
irziimmfmimm^j:mmizmffiUzmRti>^ti>mA^tix\.^immk(nim&'Siiti^^ 

mi&i:Wm-rhZb(ZJ:'>X%t,tL:S>, 

{::t:i-yC3(psylliuii)S^a^rt-<?aK|!fettSa3S«L<tt«%tt:J'>'^-?i5'5S : T^h'T 

h y^A, ttHE-^b y '>A^ir4>i/fc:^^Kr;P5r.'>Ati:if<oi!!i«JBja : ^y i'^-. L- 
Tv~y. L-TX/N-^O-K. L-:/;l':J'*>-K, L-b Hoi^^roy L--fy 

vhy -5-<7)ia«t<{i-?-ixm.$-, wmL<r>m\.z. mmttz^imm 

m^i,zmx-th z btn-t & . tpij^h-? h y •vc^xmwmi. ^mmmf,zMtx^ i 

-?-<ovhy-x^'^Sr?^Bg-?-s;fc{::jDiT, *^^<o-fb^ ( I ) tfnimmsmim 

TJ±. fN&. Hfe^ir'ol^CjifeiHkSl^fcil^xyx • TVF • X'<.7-;l'HttOFD& 

, v''?:::^. f-xy-^:^t^c^^^-r7^w^'-^3i^^::fl.i^,5:ffi-&-^^7tt<?5*^^*<^6 
. aS=SrpHPSai|K:{±, ^'x^^, yv-K, Jgl!*5j:l/vl''f >'R3&J*ti<x5 



(67) 



«p^20O4-331659(P20O4- 



^(TM. J: Offt t<Jil«j2iiMK>5:»-<^iac *«^<Oft^ ( I ) i«:J4»ffl 

agR5^9 0%tl±S:jg^SHtl,Ct*r5Ilg:5:S?S'J (±12, flTIS, /N' y^&zt-'Sri:') □ 

m. 0 oafi%, istL<\.m\-~^5m&%x'hi . w^m<7:>m\^mz 

3oafi%TJ>?.. *ii-gitt--JfU-?-(?)SS(I^#iw*tri.-^^fi{i, f<;o. i-H{«j3 0S 
a% . jff ^ t < «4*tj 1 0 2 5 afi%Tj> s . ssii:»<j<7)S^j^(*t::*tr h -f^mm 

0. I~*510a4%, #^ L<ti*<)l-*«j5Sa%T*)2.. ±Mmi^t>iz, SffeffJ 

^%m>mmm<^ik^sii. ^^R<^it-^ ( i ) co»i, ^ife. f*s. jn^, sijj^. 

-AJ)7to, ii^- *i%H3cr)-ft.^ ( I ) axxfmmmmt lx. mmi b*<jo. o 

l~*?>10 0 0iis/lcg. JSF* L<{i*?jO. 0 1~*>J1 OOng/kg, i 0»± L<J4*«J0 . 
l-Hl510 0mg/kg, t*)htifmO. 1-Ht«?5 Omg/k g«r. ^rA^rt**?! . 5~ 

$?j3 0iiig/kgSrlBllHl*»4>^IsI(c^(tTf?MS-^$ix|.. t*>^^, B?neU7t,J: 

HSriSi-ca^-f S'iJSoft ft* . 

;t'3^?;0.0 0 1~2 0 0 0mg, L<I4J50. 0 1~5 0 Omg. S4,tc»SL<<± 
. «5>0.1~10 0mgSK-CftO. C:fl.S-a«lHl-4|HltC:»-{tTia-^-r2.. 

ik^■Lxi:>x\^t/^. fifffligifeis-^fetca-^Lfe^. ^w^m.-^ ( i ) ^s-^t-ctiv^ 

0^1 BWi^. i Off* L<{4i 5^~miawrt{c*?|BH<7)fl:^ ( i ) ^s-^-r* 
^t^mfhfih . ( I ) i%izik^-fh^. 3|s:i6BB£0'fi:^ ( i ) s- 

t54L^>:t*, l^~lBWl*I, iftU<l41 0^~6^ramrt. J: L<{41 5^*' 

~2 0 Oms/k g?riSPg4-L. 5^mzmuik4mii<<zW^^ixti.itfmmit-^ 
fed) **?0.0 0 5~10 0mg/kg2rlB»fcL-CigPt5-^-r-l.. 

[0041] 
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[0042] 

mmcr>f!7M,^'U-7h^77 '(-l,Ztin?>mSUiTLC (TMn Layer Ch 
roMtography. WJi^'0-7h^^57 ^=J:SSlrF^^^f^r^?i^Jt. TLC®S«ct5V^ 

TJi. TLCyU-htLZ^iU^ (Merck) tt»C06 0F2 5 4 ^Jtt±S±i''Ji^r{k 

Oif-Hf;l^y/1^6 0 (7 0^irV^U2 3 0;<-yv'i) STtfi^-- feVl^^r'/Pe 0 (23 0^V% 

jUi^^yi:m\''>X^<VTy Gemini 200M. J<0TyMercury3 0 Omttziiff)^--/ /t 
DPX-3 0 0MX'<^'ho^-:$'-T'aiSU, h& ^-yr'jV^^^ 

JrHzTS^LTt. I R:^'"?.:? hyUift^FT I R-8 2 0 OMX'^^ bD^-^'-fji^L 

: CAPSEL PAK C18UG120 S-3 um. 2.0 X SOn 
^tASl: 0.1% h'j7;P3j-a»g! #^r*, 

BfS; 0.1% h y 7;l'3}-DBi? -t^T-kh-h^JU 
^y-Joiyh^^f ^ffU: (Aft) : 0.00^ (AaE/B?S= 90/10) . 2.00^i' (A?S/^=5/95 
) , 2.75^ (AfK/BfS=5/95) . 2.76^ (A?a/B?e[= 90/10) , 3.45«- ( A?a/B?a=90/10) 
, ttii±(Bm) : O.OO^i- (Affl[/Bfg=90/10) . 4.00:»- (mm=5/95) . 5.504)- (A^E 
/Bffl[=5/95) . 5.513i- (Aja/Bf8E= 90/10) , 8.00«- (Affl[/B?S =90/10) 
SEAJI : 10 1, SSii : 0.5 nl/ain. mtii& : UV 220na 
[0043] 

mskmtzis\^x . •7x:x,'^^y')i- (ns) jimTo^cAija^t^t. 

ZMD. t/v:{JB2ti:«^«^^a JMS-AX505W 
^ ^>"ffcfe : ^ff-ftli^-^ ;J->"fl^ (Atnospheric Pressure Chemical laiization : APC 
I) , mrFm^^^y'ft^ (Electron Spray Ionization : ESI) . tiMmMIS.'fW 
Sl^^i^-fka (Fast Aton Boabardaent : FAB) 

1 ) ^J-JXHPLCaS : ^;Py >'&>'%'( X;l—r-y b»9gi^X-f A 

: YMC a»biprep ODS-A S-5 /im, 50 X 20 n 

j^:Aa[; 0.1% hvy/u^^usm -^w*, 

Bffl[; 0.1% h U 7yP:tnifS! -S-^r-t b-hU/l' 
^^^i^'x^h-t'f ii'/P: 0.00^ (AfS/BaE=90/10) . 1.20»- (AfflE/Ba =90/10) . 4.75»' 
(A^B?S=0/100) . 7.30^J- (Affl/BaE=0/100) . 7.404^ (A?S/B?S=90/10) . 7.504i- ( 

m/m=9ono) 

: 25 Bl/min. t$titi£ : UV 220ni 

2 ) 'Pm^m^mm ■. =t'}^ v^XW\>{XlV-y y hSS?i^^xA(purif S) 
^yM. : HI-FLAgP" COLUMN (S^U^irVU : 40AtB. 60A), 26 x 100 
it:ii20 X 65 m 

SSS : 20 Bl/^a- 

eiaia : UV 254nB S-&iS«tCfcV%T ( ) (^tC^ L^>:S«J4#SfjK<0S*«^JtTA 
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[00441 

s : i^y^Uyh {siT)g\et) 

d : ^yu^yh (doublet) 

t : hVyUyh (triplet) 

q : ^VJU-T^yh (quartet) 

quint : ^ yy'y h (quintet) 

dd : ^^fi^yyu-/ h (double doublet) 

m : -r/U^rU^y h (multiplet) 

br : T'O-H (broad) 

brs : H i^y^^U y h (broad singlet) 

J : »y 7*U y^^& (coupl ing constant) 

CDCI3 :S^nn;|;;l^i». 

1 H-NMR : ro h yms^m 

W S C : ^ H 

THF rxh^tKo^^y 

D M F T ^ H 
DMSO : z^;<^fUX/l'Tt^^i^V 

DNA : y'yt^i^U^^im 

c D N A : ftafi^-f U 

A : Tx-y 

T : ^^y 

G : i/r->' 

C li^hi^y 

Gly :i5^U>'>' 

Ala iTy^y 

Val :>'^U>' 

Leu : i^y 

lie : ^yo>f i^^' 

S e r i-tVy 

Thr : ;:^U:t^^ 

Cy s : i^-:^T-< >^ 

Met :^f':t:::>' 

G 1 u : ^ ym 

Asp :T:!^^^y^yWi 

L y s : II 

A r g : T^U^:^y 

His : b>^f-i^'>' 

Phe : yPT^:::^^ 

Ty r : -^ai^y 

Trp : M;rh7r>' 

Pro :TaVy 

Asn : TX^N'^^y 

Gin : a >- 

:mm^ : 1 ] 

bhMRFRP^Sft (OT7T02 2 ) cor^yKSyflSr^T, 
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■^'^xmR F R pssfloor s ^rnrni^. 
t h R F R piJDT 5 y iffi^ s-s^-r. 

[0045] 
##4^1 1 

2 . 3 - i^'h K odf i^^^^Xr/l-r b K ( 2 0 . Oe) <^i^:>^ ^)VXfViiiiri^ K ( 8 0 
m 1 ) mtSHZAi.m^'f- h U A ( 5 . 7 9 g ) ^Jn;c^aT' 1 ^|gB«f* L^c. Ki5S^% 
iZB^it^^lU {9. 0ml ) SrmiraU. MiST'^ 'i>lC2 0^j»f Lfc. fl4.iTJtS:jC 
S^SrPKxf-;!. (1000inl)t*(500ml) TMLbt:, JifMi^^izmH 
x^;U (10 0 0ml) TttffiL-, ^SSr-^is-ti-T^JRl^tgTK-egfe??^. *l*B[lr7^ 

. yroe/PX— f7l^i:'v4r1^:^S:IBV^TiSafl:L.T^ft^ (11. 5g) S'g? 

1 H-NMR (CDCl3)5:3. 98(3H, s). 5. 86(1H, s), 7. 1 

2- 7. 40(3 H, m). 10. 27(1 H. s). 
[0046] 

3- '<.>'s^;i'3r=fi'- 2-> h=Sf v"<.i^:^r/PT t H 

##P!lT1f7tfl:^ ( 1 1. 4g) i:|)!B!;<?U'>A (22. 8g) , 3'>^b!?>J'>A 
( 2 . 4 9 g ) iODMF (13 0ml) SgSSlw^S^b'O-i'Vl' ( 9 . 8ml) Sr^PL. -5- 

<r)a^«j^igffl-ci7i$raMf!|£t^. ^/t,<i^R«;fi^^«BETi«iL. as^ftKx 

1 5 0 Om 1 ) ( 1 5 0 Om 1 ) X'^Ltz, ^mM^A^. ma^l&^X'md: 
1*1 (1 3 . 7 g ) Srf^HfegSi: LXntz. 

1 H-NMR (CDCl3)5:4. 03(3H, s), 5. 16(2H. s), 7. 0 
9-7. 47(8H. m), 10. 45 (IH. d. J = 0. 66Hz). 
[0047] 

N- (4-^OQ7x::./P) -2, 2-i^.>«f-;Proe3f>'r5 H 

4-^'oor-U:^ (10. 0 g) t h 'JX-^-zUTS^- (16. 4ml) OT-fehxh 
•J 71- (80ml) jgattC. S-ftey^D-f ;^ (14. 5ml) 5r*}^TT-?STL;t. -e^OS 
■&ftS:MaSr#fflLT5l$|gBW*t^. #*>iT>iRiBS^5r«ETi«SL. 
Kx^/I^ (1500ml) fc* (1500ml) T'^i«U^. *«5«$:*. ^DJiNc« 

TmmLit. ai^^i^'x-f/PX— 7^;Wi:'Vvdf-i»-^'S-fflv^-CejMtLr«B^^ (15. 

Og) Sr*lfe^a^Bi:LT?5^c. 

1 H-NMR (CDCI3) d -.1. 31 (9H, s). 7. 26-7. 50(4H. m 
) . 

[0048] 
##«?«4 

N- {2- [ (3-'<.>'i^';P5i-^i^-2-p{hdf>'7xX/l.) t KD=Jfi^j<f-;P] -4- 
^nD7x-;P> -2. 2-i^'^f-;^r^b•?i■>'T5 H 

##ff!3T-^fcfli^ ( 1 1. 5g) iOxhvhFD^^V ( 1 20ml ) ^J-MS 
mmL. -50X:xmrf, n-r^/P'J^'>i»<01. 6M'vdf-9->^(7 2ml ) & 

. ffs-so-ctTj^aiL, 0mt2X'n(>tifz{t-^ (14. 5g) c^-fb^t hd7 



■ 
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(50ml ) mm^fSTLfz. ^(OKmm^im&tT^iMiLr immm^Lfz. 

n^ytltiR^^miTicT^^L. ifS?x^;P ( 1 000m 1 ) V2mmihLfz. 

1 H-NMR (CDCls)^:!. 12(9H, s), 3. 93(3H. s). 4. 2 
9(1H, d, J =4. 5Hz). 5. 14(2H, d, J = l. 4Hz), 5. 99( 
IH, d. J = 4. 5Hz), 6. 52(1H. dd, J = 7. 1, 1. 9Hz), 6. 
94-7. 02(3H,m), 7. 28-7. 47(6H, m), 8. 17(1 H, d, 
J-8. 7Hz) . 9. 20 (IH. bs) . 
[0049] 

^mAT'i^fzit'^m (2 0. Og) C0Thy}iVnyyy (50ml ) Jg?StC9«^ 
?aK (3 3. 2m 1 ) S:jp;t. S^HJoS^SSUc, RiSJ§jaS:*?&L. 4 S^TkK'fbrh 
hU'^^^^lfff (90ml ) S:*9>-o<0ftliTSStt»?ffi:L>t. #^<X7tRliBS^^ 
*T'*S^L. ifMx^/l' (1 0 0 0ml) T2\3}iAlbLti. ^mi:^h'^Xyi<-^Xr/m 

yjU^a^h^^y^-X^WiLXmmit'^ll l. 5g) S:*!lfejBat UT»/c. 
1 H-NMR (CDCl3)^:3. 12(1H. d, J = 5. 3Hz), 3. 87(3 
H. s), 4. 21 (2H. bs), 5. 13(2H. s), 6. 03(1 H. d, J = 
5. 2Hz). 6. 59 (IH. d, J =8. 3Hz). 6. 86-7. 10 (5H, m 
) . 7. 32-7. 47 (5H. m) . 
[0050] 

(3-<y>^>:t=3r>'-2-;'^h^x7xX;W) - [5-^Dn-2- (2. 

^m5Xmfz1t^(9. 5 g ) tr>'NVUT;UTb H ( 2 . 35s). »K (4. 1 
ml ) co?^:$^y-;U (80ml ) ^JStZxTy h U t Hnii-Jg^-^ bU (2. 26 g 

) ^asiiDL. m^x2mmimLfz. '^htifzRiBm'^i:5%m^m:^'j'y^^m 

xmiLfzm. jSETiSffiLTt. aSS:»Kx^;P ( 1 0 0 Om 1 ) fc* ( 1 0 0 Om 1 

) x^mt. ^m^m^^m^i^mi-h o^j^ymmisxv^miik^^xwAmf'ik. m 

Tk^-r^^^^^^M.X-m&t. mETmmUz. aSSrS/'x^/l/X-x/^^^^r^f^-Srffl 

\i^xm&itLxmm^t^ ( i o . 2 g ) im^s^Bt txmz. 

1 H-NMR (CDCl3)^:0. 93 (9H, s), 2. 83 (2H, d, J =4. 
5Hz). 3. 21 (IH, d, J = 5. 5Hz), 3. 87(3H, s), 4. 77- 
4. 92(1 H, br), 5. 13(2 H. s). 5. 99(1 H, d, J = 5. IHz 
), 6. 57(1H. d. J =8. 7Hz), 6. 7 8-7. 16(5H, m), 7. 3 
0-7. 49 (5H. m) . 
[0051] 

[3. 5-hyyx-5- ( 3-0'>-Vl/:t^i^-2->< h^v-^xx/u) 
-l-(2, 2-i^';^f-;^rol::;U) -2-:t^ry-l . 2, 3. 5-xh^bKn-4 
, l-^vy:t^Hf-lffy-3->f;l^] S^K x^;Pxxt;P 

(1) 3- [ {2 - [ (3-0'i/VP:t^i^-2-^h^x7xx;l.) bHo^rv-^^/l^ 
] -4-^on7xx;H - (2, 2 -i^';<^;PrnbVP) -;?!?;PA^>f ;P] r^U;H! 

##«6T1#/c^L^ft (10. Og) h^^K^jcfg-^h'jT^A (5. 3 5g) c7)i;>:^on 
-X^'y (20 0m 1 ) mmmi^Z. (E) -4-^nD-4-:t^y-2-:/'r>'Kxf-;W 
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(4. 25g) niy'^najii^y {30m\ ) ^^JSTU^m. m.&V3mmWLt: 
. nt^tlfzKSm-^^r^'SLX . ^?S2rS£ET«ffiU>:. «$^i^x^;U (1000 
ml) fc* ( 1 0 0 On 1 ) X'^L. ♦SaS-teftAiS^T'^jf^, 

^(12. 2s) $-#llfej4«e!|»J: LT^?t. 

(2) [3. S-h^^-A-S- (3-'<.yi'Vl/:t^£^-2-^h=Jf>'7x-/l') -7- 
^'on-l-(2. 2-->*>^;UrDt:;l^) -2-^^y-l, 2. 3, 5— fh7tH 
a-4, l-0'V:t^-9--t:tri^-3--<;u] xf-;i^x;^x;u 

##«7(?5 ( 1 ) T-^Jtfl:-^ ( 1 2. 1 g) ti)je*U'>A (3. 54g)OX:J'y 
-/K 1 4 Om 1 ) SS?ff5-Siari Qi^ISBSi^L^cfS. ^^>ii/cRi5S^!|^Sr«ET« 
«t/;:. ^SSrSSlxf-zl' (1000ml) i:* (100 0ml) T'^i-EL. :f«S«2rfiS 

-x;i-t ^=¥-t^T'eB^Bfl:LT«afl:-^!85 do. 7 g ) SrAtfefeat fr^fc. 

1 H-NMR (CDCl3)5:0. 94 (9H, s). 1. 24 (3H. t, J = 7. 
IHz), 2. 77 (IH. dd, J=16. 5, 6. OHz), 3. 03 (IH. dd 
. J=16. 4, 7. 7Hz), 3. 37(1H, d, J = 13. 9Hz). 3. 66( 
3H. s). 4. 04-4. 22(2H,m), 4. 39(1H. dd. J = 7. 6, 6 
. OHz), 4. 51 (IH, d, J=13. 9Hz). 5. 13(2H, s), 6. 2 
8(1H, s), 6. 63(1H. d. J = l. 7Hz), 6. 99-7. 49 (10H 
. m) . 
[0052] 

[3, 5-\-'7yX-5- (3—^y'J)i':^^i^-2-y<-V^>'y3i=-)V) -7-^'OD 
-l-(2, 2-=Jj(i-tVrx3\itV) -2-:^^V-l. 2. 3, 5— rh9tFo-4 

. 1 -o-Vjj-^-t-fe'try- 3— ^;^] 

^miX-^tzit^ (10. 6g) OX^y-zW/f-h^t (125ml 
/15 0ml ) ^l«[fc:l«^*l^fk-^^'J'>A*^«E (45ml ) *JD;1. 60X:T45 
^IXl^Xfz. KJiE^S[?r?&aiLT 1«SSS! (8 0m 1 ) S:JniT+faL., ft4>iTJtS^ 
!|ft2r«ffTift®L^c. JiSS:Sfi!x^;K1000ml ) ( 1 0 0 Om 1 ) TtJJffiL 

S-i/x^/l^x— r/^i:'v=^1^:^$•fflv^Te&^^:LTaB^t^ ( 9 . 4 g J ^ilfetefti: 

1 H-NMR (CDCl3)5:0. 95(9 H, s). 2. 84(1H, dd. J=l 

6. 4, 5. 4Hz), 3. 07 (IH, dd, J=16. 4, 7. 5Hz), 3. 38 
(IH, d, J=13. 8Hz), 3. 66 (3H, s). 4. 34 (IH, dd. J = 

7. 4. 5. 4Hz), 4. 52(1H. d. J=13. 9Hz), 5. 13(2H, s 
). 6. 27(1H, s), 6. 65(1H, d. J = 2. OHz), 7. 00-7. 4 
9 ( 1 OH, m) . 

[00531 
##«9 

2- [3, 5-h9:^X-5- (3-'<.>'>'Vl':t'^ri^-2-^h=3fi^7x-;U) -7-^^ 
no-l-(2, 2-^/;>{^y^rot:/^) -2-3i-=^y-l, 2. 3, 5— fh^tKn 
-4. l-'<.>'V*^-9-Hfev-3->f;P] -N- (2-7/l':tD'<.Vv^;l') T-febTS 
F 

#*W8r^Jtfl:-^ (9. 3g) tHOBt (2. 80g).WSC(3. 98g) 
<ODMF (150ml) ^ffit::, 2-7yl'3rn'<.>->'';PT5 >- (2. 60g) cODMF ( 
3 0m 1 ) Sa[2r3ni, MiaT'2. S^HJSiflJL^tm. aCSJSSrJSETaiffiLJt:. »S 

2:iffirxf-/p ( 1 0 0 om 1 ) t* ( 1 0 0 om 1 ) x^L. ^rta«&6&fa^as*lR•^ 

iSaiLf^. aSS-i^'x^/Px— r;Pi:'^^-t:^2rfflV^-Ceaft:LTaSfl:^!ft (10.7 
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1 H-NMR (CDC 13)^:0. 93(9 H, s). 2. 69(1 H. dd, J=l 
4. 3. 6. IHz), 2. 87(1H. dd. J = 14. 3. 6. 9Hz). 3. 35 
(IH, d, J=13. 8Hz). 3. 65 (3H. s). 4. 10-4. 52 (4H. 
m), 5. 13(2 H. s). 6. 26(1 H. s), 6. 30(lH, brs), 6. 
62(1H, d, J = 2. 2Hz). 6. 99-7. 49(14 H, m). 
[00541 

2- [3, 5-b5>';^-7-^nn-5- ( 3-b Hn^^v— 2-;< h^i^^x-zU) 
-l-(2. 2-i/p<^;PrQtryP) -2-:t^y-l. 2. 3, 5-Th^tHn-4 
, l-^vr:i-^'t-fe:irv-3->f;P] -N- ( 2 -7/U*D^y>?;U) T-febTSK 

##fi^9 tlf^tib^ ( 9 . 3 g ) t 1 0%>^N-7 i^'^^i.^ ( 1 . 0 g ) cOPKx-^/W 

(200ml) mmmzsm&mm ( i omi > ^^dl. 7k«*';^#HaT. m&Ti 

Kxf^;^ (1000ml) t*(1000ml) T'^EL. ql^M^^WAtSTKT^J^f^ 

Srfflv^TJS&fbtT^'ft'^it*) ( 8 . 8 g ) SrSfei^^i: LTff/c. 

1 H-NMR (CDCl3)^:0. 94 (9H. s), 2. 69 (IH, dd, J=l 

4. 4, 6. IHz), 2. 87(1H, dd, J = 14. 4. 6. 8Hz), 3. 37 

(IH. d, J=13. 9Hz). 3. 58(3H, s), 4. 39-4. 52(4H. 
m), 5. 51(1H, s), 6. 23(1H, s), 6. 29(1H, brs), 6. 
62(1H, d. J = 2. 2Hz). 6. 96-7. 41 (9H,m). 

[0055] 

m^mi 1 

3- ro^rntr;U;*;WN'^ t e r t -T^f-y^xxf/I^ 
3-rnq£ratr;ur^>'m'fbK^l!^ (3. Og) h^ffi-f-hU'^A (2. 18g) 

^O^/f-b^t Hn7^>' ( 1 5m 1/1 5m 1) HMS^i^' ( t ert-T"^ 

;U) (3. 14g) 07"b^bHn7^>^ ( 1 Om 1 ) Ji?S$rjD;iMar2 0B*^jSBf L 
7t. ^#A>fL/cRlEii^^^ffT26^L. S$S:PKx^;l. (500ml) ^* (500 

1 H-NMR (CDCI3) a : 1. 44 (9H, s), 2. 05 (2H, quint, 
J = 6. 5Hz), 3. 28(2 H, q, J = 6. 5Hz), 3. 44(2H, t, J = 
6. 5Hz) , 4. 66 (IH, brs) . 
[0056] 
##^1 2 

WO 9 8/4 7 8 8 2iESJ<:0*i£iC«!v\ OT^?) A-XO^fb'&IJgSrft^^c, 
A : WO 9 8/4 7 8 8 2mtm4 1 IBttcO^t'&ft 

3, S-hyyx-K- ( 2-7;U:tn^>'>'VW) -5- ( 3 -^^i^Vl/T ^ 
xx;^) -7-:7nn-l-:t^:t^yf-/U-2-:t^y-l, 2. 3. 5-xb7tKn 
-4. l-'<W:t=^^f-lft:>'-3-r-fe^T5H -SKS 
B : WO 9 8/4 7 8 8 2^Sfi«4 2 f SSi^'ft'&^t!! 

3, 5-h7yx-N- (2-7;U:tn^yx;P) -7-:^^oq- 1 -:t^^^y^;P- 2 
-:1-=¥V-5- C3- (IT'^.Ui^V-l-^/U) ^^7P7xx;PD -1. 2. 3, 5-r 

V ^ b bo- 4 , 1 -^>'y^^^f -b'ev- 3 - T-b brs K • 

C : WO 9 8/4 7 8 8 2^S6«4 3iEaO'ft^% 

3. 5-h7>'X-N- (2-yfV^:ta^yzyfi^) -7-:J^OQ-5- (3-;?cf";UT5 
yj^^/U-^xX/W) -l--;t>>r^y^yl.-2-:t^y-l. 2. 3. S—rh^bFn- 

4, l-^yy:t^'9-fe'by-3-T-bhr^F -^iSffi 
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D : WO 9 8/4 7 8 8 2||j6fe«l4 4feKO^t^ 

-4. i-'O'v^^^-t^ftfy-s-T-bhTs K • tasaa 

E : WO98/4 7 88 2lli6fi?lJ8 0iei8O>fb^ 

3, 5-h^>';^-N- {2-y)U:^aKy-JjU) -5- (3-r5y7i— /U) -7- 
:J^no-l-;t>:t^>'^;^-2-^^y-l , 2, 3. 5— fh7bFn-4, 1 
y:t^^?"-fcfe:x-3-r-fehT^K -^l^ 

F : WO 9 8/4 7 8 8 2^i6fi«8 3aa^^ 

3, 5-N^>;^-N- ( 2-:7;l':tn^yi;^;P) -5 - C3- (2-rSyx^;U) 7 
x-;U3 -7-:7nn-l -;t-;f^:^f-;^-2-^^y-l, 2. 3, 5-xb7bKD 
-4. l-<W:t^r"9--lftr:x-3-r-fehT$K Sirs 
G : WO 9 8/4 7 8 8 2SIJfe0||8 SMBcOit^ 

3. 5-h^>'X-N- (2-7;P:tn^y>->) -5 - C4- (2-r$yx^;P) 7 
x-;UD -1- (4-e7x:=.;^^f";^) -7-:^'nD-2-:t^y-l. 2. 3, 5- 

1 -'<>'V^:t^1^-b:ey-3-T^r^T$ K • SKS 
H : WO 9 8/4 7 8 8 2|IMfi^9 SieK^-ft;-^ 

3. S-hyyx-U- (2-'yjU:tnKyiyjU) -5- C3 - C ( l-T^^-l-^ 
■^/P) Xf-;UD 7xx;p) -1- (4-t'7x:::;P^f-;l/) -7-:?'nn- 2-:t^y- 
1. 2. 3, 5-f'h7bKo-4. 1 -^ixy^^^if-fcf^y- 3 -T-b hT^ F • JSl! 
& 

I : WO 9 8/4 7 8 8 2|l:^«?« 1 2 3 lEfficO'ft'^^ 

3, 5-h7V:^-N~ (2"-7;P:tD<V>'VP) - 5-C3-(3-te r t-^h^ 

-2-^^y-l. 2, 3. 5-xh7bKn-4. 1 -<:/V':t^r1^-b'ev-3-r-fe 
hT^ H 

J : WO 9 8/4 7 8 8 2ll«iW 1 2 4 iea^t-&!t» 

3. 5-h7>'A-N~ (2-y)V:^uKyi;)V) -5- C3~ (3-T5yrntr;P) 
r$yp<^;U7xX;P3 ~7-:^oo-l-;^;f^y^/P-2-:t=^y-l . 2, 3. 5 
-xh7bKo-4, l-^>Y:^^^^\::y-3-T'^hT^Y ' 2JgKS 
K : WO 9 8/4 7 8 8 2 1 2 5 ISaofli'&ift 

3. 5-h7:^x-N- (2-7;^^D<Vi^vp) -5 - (3-r$yT^^;i'r$y> 

f*/P7xx;p) -l-A;>c;;p-.7--5ron-2-:t^y-l, 2, 3. 5— rh^bH 
n-4. l-0'y:t^-t'b'e>'-3-T-bhr$ F • Jfiiag 
L : W09 8/4 7 88 2IISfi^l 2 6iBa^b'&i|S 

3. 5-h5>'X-N- (2-7;P:tn^>>?/U) -1- ( 4 - b'7 x x;p> f-;!. ) -7 
-:?^an-2-:t^y-5- C3- C (^^')'J>-A->{ )V) ;^;U;tfx;i.r ^ Z^^^U 
D7xX/P3-l. 2, 3. 5— rh7bHn-4, 1 -0'y:t^1?--fe'e>'- 3-r-fe 

M : WO 9 8/4 7 8 8 2^mm 1 2 7iBao^l:^!fi5 

3. 5-b7>^;^-N- (2-7;l':to^>'>'VP) -5 - C2- ( 3 -T ^ y^n tr;U:t 
^i^) :7xx;UD -7-:;'nn-l->f yr^yP-2-:t^y-l. 2. 3, 5-xb7 
bFD-4, l-Oy:t^-»f-lftf>'-3-T-fehT^H -SKtS 
N : WO 9 8/4 7 8 8 2^ife«?S 1 2 8 iBffi^Oib-^iftl 

3. 5-b7VX-N- (2-7yP3j-oO>?;U) -5- C4- ( 3-T5 yrotT/U^r 
^i^> -2-^V^i^y 3L=^)V^ 1 -^:t^:^^;P- 2 -^^^y- 1 , 2 

. 3, 5-T-h7bHD-4. l-'<.yy:t^'9--fe'e:^-3-T-bFr5H -iSKia 
O : WO 9 8/4 7 8 8 2ll*feW 1 3 3iSaofl:-g'!H5 

3, 5-h7>'X-N- (2-7y^^nO>?yU) -7-:;^on-l- (3, 3->^;>«-f- 
/uyf^/u) -2-:t^y-5- (3-Mif-;PT^yp<^;P7x-;i') -1 , 2, 3. 5 
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P : WO 9 8/4 7 8 8 2mtm 1 4 StmcOit^^ 

3. s-hyyx-N- (2-y)V:^u^yi^}V) - 5- [4" [ ( i-r$y-i-^ 

x^;U] ^x-zl-] -1- {4-b'7x-;l/-Xf-;P) -7-:^na-2-;t^y- 

1. 2. 3. 5-Th7tHD-4, l-<y^r:t^■9"^ft:v-3-T^r^r5K•aK 

Q : WO 9 8/4 7 8 8 2m^m 1 5 2%m<^i\L'^^ 

3. 5-h^>'X~N- (2-7;U*o^y>?;^) -5- [2- ( 2-T5yxf";l') 7 
x-;U] -1- (4-t'^7x-;^yf";P) -7-:^nn-2-^^y-l. 2, 3, 5- 
rh7fcHo-4, l-^yv^:t^'9-Hftry-3-T-febT^ H 
R : WO 9 8/4 7 8 8 2SlfiSW2 1 4 ie«iOfl:-&!t& 

(3, -N- ( 2-7;U:toOi;^;U) -5- ^ :^^)Vy 

/P) -7-:^on-2, 3. 4, 5 -T^h^t Kn- 2-:t^y- 1 H- 1 , 4-^yy 
i^T-if tr>— 3 -r-febr^K- 2JBB!JB 
S:W098/4 788 2|liS<?«2 1 6 lEK^'fb'&Ji^ 

(3, S-b^yx) -N- (2-7;P:tn<y>^VP) -5- ( 3 -T^ y;^f'y^7x- 
;^) - 1 - ( 4 - t':7x-/U;>{^;U) - 7 -:5^nn- 2 . 3. 4. 5-xh7tFn-2 
~;t^y-lH-l, 4-<yy>''r-iftf>'-3-7-fehT^H • 238® 
T : WO 9 8/4 7 8 8 2^SftW2 1 Stm(^it'^m 

(3. -N- (2''y)Vi:u^y-J)V) -5- ( 3-T5y;^•f-/^:7x- 

;^) - l - (4-b'7x:::/P;^f-;P) - 7-:^no-4-p<f-/P-2, 3. 4, 5-T-h 
7bHo-2-:t^y- lH-1 . 4-^vy>''r-tfb:/-3-r-febT$ H ■ 2wsm. 
U : WO 9 8/4 7 8 8 2^Jt«2 2 OISK^^L^?*! 

3. S-h^yx-N- (2-y)V:^^^y'J}V) -5- ( 3 5 y>^;l/7x:::yW) 
-1- (4-t'7x-;P;^f-;U) -7-:^nn-2-:t=^y'l . 2, 3, S-xh^t 
Fn-4. l~^yyf'r-iftry-3-T-bhr5 H -^S® 
V : WO 9 8/4 7 8 8 2lia6«?!l2 2 2ie®<J0>fb'^!fel 

3. S-b^^^X-N- (2-y)Vi^x:i^yi^)V) -5- ( 3 -T 5 y;^f*;l'7x-;U) 
-1- (4-b7x-;l->f';^) -7-:5^nn-l . 2, 3, 5-Th7tHn-2-^ 

W : WO 9 8/4 7 8 8 2*J£C?II2 2 4 IBa^T^^t-g-if^J 

3. 5-Yyyx-n- (2-y}V:^u^yi^}V') -5- (3-r^y>f-;i'7x:i;p) 

-1- (4-t'7x-;Mf-/P) -7-^^nn-l , 2. 3, 5-Tb7t Ku-2-:t 

^ry-4, i-^>'y^r-tn^>'-3-r-fehr$ Hs->?:t^xH - sirs 

X : wo 9 8/4 7 8 8 2||JS<5!I2 3 4 IBK^^b-^^^g 

3, 5-b7>'X-N- (2-7;P:toO'i^>) -5- {5~r^Jy^^)V-2-^V 
^i^^x-zb) - 1- (4-b'7x-;W;>«'^;l') -7-^no-2-:t^y-l , 2, 3 
, 5-Th7tHo-4. l-^yy:t^^f-tffy-3-r-febr5F -SKS 
[0057] 

[3-(3-<3, 5-h7>'X-7-:^oo-l - (2, 2 - x^^/I^rDb/U) - 3 
- [ ( 2-7;P5i"D^Vi;;U:?&;PA^>f;P) ^-^/P] -2-:t^y-l. 2. 3. S-x 
h^bHD-4. i-^yy:t^^?--tfbry-5->f;P} -2-;< b^i^^xy^i/-) Ta 
bVP ] ;P>' $ y K t e r t - ^ -f-yP J:;^^ /l^ 

##«RllOT'^7tfl:-^ (0. 9 1 g) fc^K^U'^ACO. 34g)ODMF (2 0 
ml ) ^gJSfgtl. ITli^cft'&tt (0. 4 7g) CODMF (5ml ) JgSSrSPi 

. 9 0''CX^2^mnLfz. nhtifzKfm^i^^^mkL. S§?rifKxf-;P ( 1 
000ml ) (1000ml ) -C^ffiLJt. ^mMim^S^XiStn^. li^SSK 

X^^^m^O, 94g) 
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iH-NMR(CDCl3)^:0,94(9H,s) J.42(9H,s).2.02(2i,in).2.69(lH.dd,J<43.6.1te^ 
H,dd,J=14.3,6.9Hz) 3.28-3.41 (2H,n).335(lH,dJ<3.7Hz)3.62(3H,s), 4.08 (2H,tJ^^ 
0Hz),435-4.60(4H.B).4.85(lH,br).6.25(lH,s),6.29(lH.br).6.60aH.d.J=2.2Hz),6.^ 
7.38(9H.m). 
[0058] 

2- [3. 5-hyyx-5- [3- ( 3 -T$ yrn.-K^S/) - 2 h^x7x-;l^ 
] -7-:^Dn-l- (2, 2->-'p<^;l^rotryP) -2-;r^y- 1 . 2, 3. 5-x 
h7tHo-4, l-^>^y5r^1f-ifey-3->f;P] -N- (2-7/U:tn/<:^>f;P) 

Wf£0!lT'^7t<l:^ (0, 94g) OPKx^yl. (4ml ) mmi^Z. 4ffi^SSL/» 
l!xf-/Uig?a (4ml) i:tajLmSLTl . 5i^lSBSl«^Ufe. ll^>*U::RJS§iR&«ET« 

LT^fl:^ ( 0 . 7 7 g ) LT^;t. 
1 H-fM (CDbOD) <^ : 0. 95(9H . s) , 2. 18 (2H, m) , 2. 75(2H. d. J=6.7Hz) . 3. 17(2H, bO . 3^ 
,in),3.61(3H.s),4.20(2H,t.J=5.8Hz).4.35-4.50(4H,ii),6.23(lH,s),6.49(lH,d,J=2.4Hz), 
7.02-7.63(9H,m). 
[0059] 

mmms 

2- (3, 5-b^:^;^-7~:^nn-l- (2, 2->'';<^;Prnt7U) -5- { 2- 
J^h^i^-S- [3~ (3-:7xx;PTot:;Pr$y) rD;K^r>'] 7xX;H -2-:t 
^rV-l. 2, 3, 5-'rh^bHn-4. 1 -^>'y^=af'9--fc:e:^- 3 ->f /P) -N- 

IS!fSCT2T^3tfl:-&!B9 (3 OOmg) h 3 -^xXyPro/^CyT/Uxb H (6 6mg) 
c0^^y-;K5ml ) jg?S(l£/Ty M;bKni5 9®^bU^A (35mg) ^rmuL 

10 0ml) TUSaiL/c. ♦tgUiS:ft»Alg*T-^mii. #ll*«EI8v^;^£x'>ATi6«L 

. JSJETSffiLT^^o S$$r>'»J;<?^';u;^n-7hir^7>f-T«S?LTMfe?*:l^ (119 
mg) ^mz. '^^flfzimm ( 1 1 9mg) SritKx^;K2ml ) lc^*^L. ^(Om 
a(C4ffi^«SL/»S!X^/l.ai?ff ( 0 . 1ml) S:Jnii^iaT2^ISB«ff t3t* #^><lAc 
Rii5^?SSr«ffTi8i®L. a?^BKx^;i.i:x-.'r;l-S:fflV^T»fl^l:LT«afl:-&ft ( 
1 13mg) im^&tLXmz. 

iH-NMR(CD^OD)<?:0.93(9H,s)4.98(2H,m),2.20(2H,i0.2.70(2H.t,J=7.7Hz),2.75(2H,d 
6. 7Hz) , 3. 02-3. 06 (2H, m) , 3. 23(ai , in) , 3. 54 (IH , m) , 3 . 59(3H, s) , 4. 20 (2H. t . J=5. 7Hz) , 4. 34- 
4. 50(4H. m) , 6. 23 (IH , s) , 6 . 49 (IH. d , J=2. 9l2) . 7. 02-7. 61 (14H, m) . 
[0060] 

2- {3, 5-h^>';^-7-:?^nn-l- (2, 2->^';<^;urQe/P) -5- [2- 

p<h^r>'-3- (3- (^>^}ur^y) raTfc^i^) 7xx/n -2-5j-^y-i, 2 

, 3, 5-xb^bKD-4, 1 -'<>'y:t=^"9'Hft:>--3-^;^} -N- (2-7yI/:t 

(25mg) i:m&&^BttXnti. 
1 H-NMR (CPs OD) <^ : 0. 92 (3H , t , J=7. OHz) . 0 . 95(9H. s) . 1 . 30-1. 41 (4H , m) . 1 . 67 (2H, m) . 2. 21 (2H 
,m). 2.75 (2H.d,J=6.7Hz), 2. 98-3. 04(2H,ni). 3.24 (2H.i).3.55-3.62(lH,i). 3.61 (3H,s), 4.2 
l(2H,t,J=5.7Hz).4.38-4.50(4H,m).6.23(ms).6.50(lH.d.J=2.4Hz).7.03-7.65(9H.ii). 

trans-2-(5-<3-[3 - {^>-J/UT ^y) ruTfC^i^-i -2-^h^i^:7 
xx;u> -7-:;^oo- 1 - ( 2, 2-x;>^^;Urub;W) -2-:t^V- 1 . 2. 3. 
5-xb7bHD-4, l-'<W5r^if-b:tf>'-3->f;P) -N- (2-7;^:toO' 
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mS&m2T%ti1t^ ( 1 OOmg) fc'^yXr/Wrt F ( l Ims) <nx.9J-)V ( 
5m 1 ) SJffSrMan 5^iaffi#L7t^. MffTS^LT^C. ( 5m 1 

) /KS^bJ^'^SR^FU'^A ( 1 2mg) Srjn;t. ^iEaT4^EB»# L:^c. 

-•cmSLT^}*4^*^#/v:. ClcoiS^^^^ffi^kP^^UV (3m I ) Wmz. Ifflgx 
-T/HtSK (0. 5ml ) ^jDi. SaT5»ltiaB*U^. SlE?aS:S«ETi6^U. *l 

) ^U^S^t\.XWz. 

iH-NMR (DMSO-dg) ^:0.88 (9H, s). 2.(JI'2.'^ (2H, m). 2.62-2.66 (2H, m), 3.04-3.1 

6 (2H, m), 3.44 (3H, m), 3.60 (IH, d. J=13.8 Hz), 4.08-4.39 (8H, m), 6.08 (IH, s 
), 6.38 (IH, d. J=2.5 Hz), 7.38-7.59 (6H, m), 7.75 (IH. d, J=8.8 Hz), 8.47 (IH, 
d, J=5.9 Hz). 8.95 (2H. brs). 

trans- 2- il-^nu-l- (2, 2-'J^^)Vru\^}V) - 5- (3- {3- 
[ (2-7U/P>f-;P) T^y] Tur^^i^) -2-.XF^>'7xX7U) -2-:t^y- 
1. 2. 3. 5-rF^tFn-4, 1 -^yy';t^Hf-fcft:y-3->f /P] -N- ( 2- 

%mm2X^i^fzi\L-^ ( 1 6 0mg) i:7;U:7^-;K2 5mg) ^fl?53fcl^ 
«t3LTafifl:^ft (20mg) i^^m^tLXntz. 

iH-NMR (DMSC^dg) <^:0.88 (9H. s), 2.02-2.13 (2H. m), 2.58-2.68 (2H, m). 3.03-3.1 
3 (2H, m). 3.48 (3H, m), 3.60 (IH, d. J=14.1 Hz). 4.04-4.17 (2H, m). 4.18-4.40 ( 
6H, m). 6.09 (IH, s), 6.38 (IH, d. J=2.5 Hz), 6.51 (IH, dd, J=1.9, 3.3 Hz), 6.60 
(IH. d. J=3.3 Hz). 7.03 (IH. dd, J=2.5. 8.7 Hz), 7.09-7.21 (4H, m), 7.26-7.37 ( 
2H, m), 7.54 (IH. dd. J = 2.5. 8.7 Hz), 7.72-7.79 (2H, m), 8.46 (IH. d. J=6.0 Hz 
), 8.97 (2H. brs). 

mmmi 

trans-2- [7-^nn-l- (2, 2-'J^^)Vm\::)V) -5- (2-^F^ 
v—B- {3- [ (2-'f'X-;P;>«f^;P) TS-Z] Tui^^i^) y :l=^)V) -2-^^y 
-1. 2. 3. 5-7^F^hFn-4. 1 3 ->f /l-] -N- ( 2 
-yjVi^u^yi^iV) r-tFT5 F 
mim2X^i%fzit'^^{ie0mQ) t2-^:^y jLy:^}Vifs^i^T)V'fy:LY (2 9m 

g) t-h. %mm3bnm\,zLx^i\:^m {7 0ms) ii^m^ntLxntz. 

iH-NMR (DMSO-dg) ^:0.88 (9H. s), 2.05-2.20 (2H, m), 2.58-2.68 (2H. m). 3.05-3.1 

7 (2H. m>. 3.47 (3H, n). 3.60 (IH. d, J=13.9 Hz). 4.07-4.38 (6H, m), 4.39-4.47 ( 
2H, m), 6.08 (IH. s), 6.38 (IH. d. J=2.5 Hz), 7.03-7.21 (6H, m), 7.26-7.38 (3H. 
in). 7.54 (IH, dd. J=2.5, 8.7 Hz). 7.63 (IH, dd, J=1.2, 5.1 Hz). 7.75 (IH, d. J=8 
.8 Hz). 8.46 (IH. d, J«5.9 Hz). 8.96 (2H. brs). 

trans-2- [7-:?^nn-l- (2, 2 -i^';><f';PrPtr;^) -5- (2-;<F^ 
i^-3- {3- [ (2-trU>?x;P;<^;P) r$y] rn.-K^ri^} 7xx;^) -2-:t^ 
y-1. 2. 3, 5-7"F^tFn-4. 1 -^yVit^if-tftT^-B-^f /l^] -N- ( 
2-y)Vitr2^>-JfV) T-feFT^ F iSSttS 
m:mm2X^^fzit^ ( 3 O Omg ) 2-tf U i^>:^)V^^^i^TfV^y:- F ( 5 Om g 

) t-^^. %ym3hnm\iZLxm&^'^^ (90mg) ^m&&iktLx%fz. 

iH-NMR(Dh50-d6) ^:0.88 (9H. s). lA^-l.^l (2H. m). 2.60-2.70 (2H. m). 3.12-3.26 
(2H. m). 3.48 (3H. m), 3.60 (IH. d. J=14.0 Hz). 4.10-4.40 (8H, m). 6.08 (IH. s) 
. 6.38 (IH. d, J=2.5 Hz). 7.04 (IH. dd. J=1.7, 6.6 Hz). 7.09-7.20 (4H. m). 7.27- 
7.36 (2H, m). 7.39-7.45 (IH. m), 7.47-7.57 (2H. m). 7.75 (IH. d, J=8.9 Hz), 7.85 
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-7.95 (IH, m). 8.46 (IH. d. J=5.9 Hz), 8.60-8.62 (IH. b). 9.17 (2H. brs). 

mm9 

trans-2- - (2. 2 -i^;<f';Urofcr;U) -5- (2-p<h^ 

iy-3- {3- I (2-^y'j-)V^^)V) r^y] ruitc^i^) 7x-;u) -2-^^y 

-1. 2. 3. 5-xb^tHa-4, 1 -^yV^T^-lf-bftr^^- 3 -^f/U] -N- ( 2 

^fifi2Tl#/::ft^ (2 0 0mg) fc 2 —^7 hT/l^rt H (4 8mg) *»^>. Utt 
«Rl3i:llStcLT^fl:-&!B3 (2 0mg) i^Sk^^tLXWz. 
iH-NMR (WeO-ds) ^:0.84 {9H, s). 2.10-2.21 (2H, «). 2.56-2.67 (2H. m). 3.05-3.1 
6 (21, a), 3.23 (3H, n), 3.59 (IH, d, J=13.9 Hz), 4.08-4.40 (8H, m). 6.02 (IH. s 
), 6.34 (IH, d, J=2.5 Hz), 6.98-7.04 (IH, m). 7.08-7.20 (4H, m). 7.25-7.34 (2H. 
n). 7.50-7.58 (3H. m), 7.61-7.67 (IH, m), 7.73 (IH. d, J=8.9 Hz). 7.86-8.05 (4H, 
m), 8.46 (IH, d. J=5.8 Hz), 9.12 (2H. brs). 

trans-2- (2. 2 -i^'j^f^/Urney^) -5- i2-:^h^ 

{3- [ (l-i-y^)V^^)i^) T^y] rn.-K^r^} ^xrz./l'] -2-:t^y 
-1, 2, 3, 5— rf7tKu-4. 1 -'<.yy:t^'9-eey-3--f/H -N- ( 2 
- y)V:^u^yi^}V ) r-fe h T $ K igStffi 

|li£fi?i2TWc<b'^ (2 00mg) i: 1 br;PTt (2 9mg) *>^>. Hft 
ens i: l^mcL-Caefl:^ (1 Om g ) ilsk&^^ut LX'^tz. 
ifr-NMR (DMSO-dg) ^:0.88 (9H. s), 2.10-2.23 (2H, ■), 2.61-2.68 (2H, n). 3.18-3.2 
6 (2H, ii). 3.41 (3H, b), 3.61 (IH, d. J=13.8 Hz). 4.09-4.39 (6H, m), 4.63-4.70 ( 
2H. m). 6.08 (IH, s), 6.37 (IH. d. J=2.5 Hz). 7.04 (IH. dd. J=2.8. 6.2 Hz), 7.10 
-7.21 (4H. b). 7.27-7.36 (2H. n). 7.51-7.78 (6H, m), 7.96-8.04 (2H. ■). 8.24 (IH 
, d, J=8.4 Hz). 8.46 (IH. d, J=5.8 Hz), 8.95 (2H, brs). 
HfiS^l 1 

trans-2- [7-:7on-l- (2. 2-i^:^^)VTU\::)V) -5- [2->h^ 
i^-3- {3- [ (4-7x-;^rf';U) r^y] rn;if^x> 7x:i;P] -2-:t^y 
-1. 2. 3. 5— rh7bHn-4. 1 -^y^/^^-^'-tfty- 3 ->r;^] -N- ( 2 
-7;P:to^>^>;;P) r-lrhT^ K ^iTiS 

^^2T'#;t{l:'g1^ ( 1 50mg) hA-yjL=i)Vzr9±-)V (3 4mg) 3&*/i>. ^ 
Sfe«il3 i:|^«(cLT^fl:^!|& ( 1 Om g ) ^Mfe^Si: LTffJt. 
iH-NMR (DMSD-de) ^:0.87 (9H. s). 1.50-1.70 (6H. b). 2.05-2.20 (2H. a). 2.55-2.6 
8 (4H. m), 3.04-3.20 (2H, a), 3.50 (3H, m). 3.60 (IH, d, J=14.0 Hz). 4.02-4.39 ( 
6H. m). 6.09 (IH, s). 6.38 (IH, d, J=2.4 Hz), 7.00-7.36 (IIH, a), 7.49-7.58 (IH. 
a). 7.65-7.78 (2!. m), 8.45 (IH. d. J=5.8 Hz), 9.25 (2H. brs). 

mmi 2 

trans-2- {1-9^^-5- [3- (3- { [3- ( 4 -:;^D07 x-;P) Tu 
r$y> ro;K^r^) -2-;^ h^i^7x:::;P] -1- (2. 2->^>f-/Prnt: 
/U) -2-:t^y-l , 2, 3, 5-xb7bKn-4, 1 -<vy:t=^fH?--»f tr>- 3 - 

^«2"C#7tfl:'^ ( 1 5 0mg) t3- (4-:^'nn7x-/P) ro^^t^^-zK 3 

9mg) mmi3tmmzLxmm^'^ ( 1 05mg) sr^fes^a^LTtf^^. 

iH-NMR (DMSO-ds) ^:0.87 (9H. s). 1.82-1.95 (2H. a). 2.04-2.16 (2H. a). 2.60-2.6 
8 (4H. a). 2.87-2.95 (2H, a). 3.02-3.12 (21, a*). 3.51 a), 3.60 (IH. d. J = 
13.9 Hz). 4.09-4.39 (6H, n). 6.09 (IH, s). 6,38 (IH. d. J=2.5 Hz). 7.04 (IH. dd. 
J=2.6. 6,6 Hz). 7.10-7.38 (lOH. a). 7.54 (IH. dd. J=2.5. 8.8 Hz), 7.74 (IH, d. 
J=8.8 Hz). 8.46 (IH. t, J=5.9 Hz). 8.54 (2H. brs). 
Hlfi^l 3 

trans-2- {1-9UU-5- [3- (3- { [3- {3-9uuy rn 
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T^y) raTt^^zy) -2-;^ h=3s^>'7x-;l/] -1- (2. 2 - ^/uro 
;W)-2-*^V-l. 2. 3. 5-T-h7tKn-4. 1 -^W^^rl^-iftry-S- 
^fi?!l2TW^^l:'&?J!l (2 OOmg) fc3- ( 3 -:^nn7i-/l/) rn^^N'-^-;!^ ( 5 
2mg);&*^>. ^Jfi^3t|i|«tCLT^fflfl:-&%(120mg) i:m&^&tLX%fz. 
iH-NMR (DMSO-de) ^:0.87 (9H, s). 1.80-1.94 (2H, m), 2.02-2.15 (2H. m), 2.60-2.7 
0 (4H, m). 2.84-2.96 (2H. m), 3.02-3.13 (2H, m). 3.51 (3H, m), 3.60 (IH. d. J=13 
.9 Hz). 4.07-4.39 (6H, m). 6.09 (IH, s). 6.38 (IH, d. J=2.5 Hz), 7.04 (IH. dd. J 
=2.5, 6.7 Hz), 7.10-7.21 (5H, m), 7.24-7.37 (5H, m) , 7.55 (IH, dd, J=2.5. 8.8 Hz 
), 7.74 (IH, d, J=8.8 Hz), 8.40 (2H. brs), 8.46 (IH, t, J=5.8 Hz). 

trans-2- {7-9^3^-5- [3 - (3- { [3 - ( 2 -^OQ7x:^;U) rn 

t:/u] T^y) ruT^it^iy) -2-^ h^i^7x-;u] -1- (2, 2-^'>f-;prat^ 
;P) -2-;i-^y-l. 2, 3. 5-rh^tKD-4. 1 -^Wrt^f^f ^ftry- 3 - 
>f/l/> -N- (2-7;l'^n<y>'';^) T-bhr^ K SSSS 
M'^m2Tnfzit'^m ( 1 5 0mg) tS- (2-:?'nQ7x-/^) r^>^^•■:^-7^ (3 

9mg) t^h. ^mms tmmizLxmmit^ 1 9 0ms) i:^^&tLx%t:. 

iH-NMR (DMSO-de) <5':0.87 (9H. s), 1.82-1.95 (2H. m) . 2.03-2.14 (2H, m). 2.60-2.6 
8 (2H, m), 2.71-2.80 (2H, m). 2.92-3.00 (2H, m), 3.02-3.12 (2H, m). 3.52 (3H. 0) 
. 3.60 (IH, d. J=14.0 Hz). 4.06-4.39 (6H. m), 6.09 (IH. s). 6.38 (IH. d, J=2.5 H 
z), 7.04 (IH, dd, J=2.7, 6.5 Hz), 7.10-7.46 (lOH, m), 7.54 (IH, dd. J=2.5. 8.7 H 
z), 7.74 (IH. d. J=8.9 Hz). 8.46 (IH. t. J=5.8 Hz), 8.50 (2H, brs). 

mmmi 5 

trans-2- [7-:;^on-l- (2, 2 ~ f-/l^r n hVU ) -5- (2-;^h^ 
^--3- {3 - L^f^/l- (3-7x::^;Prntr;U) T^y] roTK^^J 7x-;^) -2 
-:t^y-l, 2, 3. 5-xh7bHn-4. 1 -^yy^^-r-b'tT^^- 3 ->f ;H - 

N- (2-7;i/3ro^>'i^vi') r-irhr$H ^^i^s 

^WI3Tlt/::{l:'&ft (4 7mg) 3 7%:l^;UVU>'7K?i?at (0. 5ml) ^OT-fe h 
-b'J/U/f-h^t Hn^^y (5ml/lml ) ^?fl[t3i/T/ b U t KniJ^ig-t-hU 
(8mg) SraSJPL. ^^^)a-&?^$rg?aTl O^SS*¥Ucf^. ( 3 Img) Sr 

STmmifz. n^i:T?i^^i-^a^h^yy>{-xmmLxM^mmi (22ms) sr 
ntz. z(7^m^^ ( 2 2mg ) (T^mt^^i-i^y ( 3m 1 ) igst-. i^x— t^^hssb^ 

(0. 5ml) ^JPt. mar54^faiJ*t^c. RmtiiSETimL. '^^tifz^i: 
*g^k;<'^^>'--i^'xf-;^x-r;^3&^^>teafl:S'ti:T. ^{t-^ (20mg) SrIfSfetefi 

iH-NMR (DMSO-ds) d:0.87 (9H, s), 1.85-2.00 (2H. m). 2.05-2.20 (2H, m). 2.55-2.7 
0 (4H, m). 2.79 (3H, brs), 3.00-3.22 (2i, m), 3.40-3.65 (6H. m) , 4.05-4.40 (6H, 
m). 6.08 (IH. s), 6.37 (IH, d, J=2.5 Hz), 7.04 (IH, dd. J=2.9. 6.3 Hz). 7.10-7.3 
5 (IIH, m). 7.54 (IH, dd. J=2.5. 8.8 Hz). 7.74 (IH. d. J=8.8 Hz), 8.47 (IH, t, J 
=5.8 Hz), 9.48 (IH. brs). 

mmmie 

trans-2- [7-:^oo-l- (2. 2 -i^^;^-^/Prot'/P) -5- (2-;<h^ 
>'-3- <3- [ (2-7xy^>'X^;P) T^/] Tui^^l^) 7xX/l.) -2-:t^ 
y-1. 2. 3. 5— fh7tKn-4. 1 -^yy:t^1f-lf fV- 3 ->f ;U] -N- ( 
2 - 7;W5t-DO i^fU ) T-fe h r $ K 

IIS6f^2Tl#fw'fb'^ (1 5 0mg) i:b'^J^^'V (5 5mg) (T^Uit^i^l-y (3ml 
) Jiffitc. Tk^Ts fi<bo--hu^>'-e>'X;W:i^-;W (6 1mg) ^rSsaoL. -5-^7)^-^ 
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K ( 5m 1 ) izmmt. ::<7)}S^(c2-7xy:^S^x^;pyn5 K (9 2mg) . B^it 
(7 6ms) ^XX/mSt^i^^M. (22 5ms) SrSaiDL. 8 0X:T2 0^JS 

^-T»gLT^?ft4^(105mg) S:*|3to dO^JAttife ( 9 Omg) 
;^;f./PAT$F (4ml ) Sffl[(C'^;i-7xy-;K3 2mg) tS^i^'>A (160m 
g) Sr^DL. MST'l 5^^SimLfz. mmiMz^^\ PKxf^/UT'ttaiLfv:. tt 

S$«:i^!;*y;P^DVbi/^7^-T«l8LT*feJ4«!B5(7 0mg) ^^fe, 
^^IS (7 0mg) cOSfL^-^W (3m 1 ) S?S(C. 1 SfeX-f/HtSl! ( 0 . 5ml 
) Srint. maT5^ISB«*Ly::. RiE?KS:»ET««L. f#^<TJt«SS:iBfll;<^^>^ 
->''x^;l.x-7^;l.*>/i>SSfl:$-li-T. ^{t-^ife ( 5 Omg ) «:*EfeMai: LTf#7t. 
iH-NMR (DMSO-dfi) ^:0.87 (9H, s), 2.09-2.21 (2H, a), 2.56-2.72 (2H, n), 3.12-3.2 

5 (2H, m). 3.33-3.41 (2H. a). 3.48 (3H. s). 3.60 (IH. d, J=14.0 Hz). 4.08-4.40 ( 
8H, ■). 6.08 (IH, s). 6.38 (IH, d. J=2.4 Hz). 6.92-7.08 (4H. ■). 7.10-7.20 {4H. 
b). 7.26-7.37 (4H, m), 7.54 (IH. dd. J=2.4, 8.8 Hz), 7.74 (IH. d, J=8.8 Hz). 8.4 

6 (IH. t, J=5.9 Hz). 8.78 (2H. brs). 

trans-2- ll-9nu-\- (2. 2 -^-Vf^/Urof /U) -5- {2-:^V^ 
is- [ (2-7xx;l.x^yP) T^y] raTti^i^) 7xX;U) -2-:t^y 
-1. 2. 3. 5-xh^bFD-4. 1 -^^VV^^rlT-bftry- 3 ->f ;U] -N- ( 2 

^wi2Ti#?t'ft;^ (1 50mg) f)^^. mmmietmmzLzmiit^(2o 

mg) S:«lfelfeStLT?#:rc. 

iH-NMR (DMSCHJe) ^:0.88 (9H. s). 2.07-2.19 (2H. m). 2.62-2.66 (2H. ■) . 2.83-2.9 
6 (2H. m). 3.17-3.27 (4H. a). 3.52 (3H. s). 3.60 (IH. d. J=13.7 Hz), 4.09-4.39 ( 
6H. a). 6.09 (IH. s). 6.38 (IH. d. J=2.5 Hz). 7.02-7.10 (IH, a), 7.11-7.38 (IIH. 
a), 7.54 (IH, dd. J=2.5. 8.8 Hz). 7.75 (IH. d, J=8.8 Hz). 8.46 (IH. t, J=5.8 Hz 
). 8.59 (2H. brs). 
^SS^IS 

trans-2- [7-:^nn~l- (2, 2 -S^';^^7Prnt;U) -5- [2-^ h^r 
i/-3-(3-{[(2E) -3-:7xX;U-2-rn'>^x;H r$y } yajft^i^) y 
xX;U] -2-:t^y-l , 2, 3. 5-T'h^bHn-4. 1 -'<vy?^^if-lff>'- 
3--f;U] -N- (2-7;P:toO'£/;P) T-fehT^H t&K^i 

mmm2T%fzit^ ( i 50mg) ;&*ii>. mkmietmmi^zLxmmit'^ ( 5 0 

mg) im^^BtLX'i^ti. 

iH-NMR (WBO-dg) ^:0.85 (9H, s). 2.06-2.20 (2H. a), 2.61-2.65 (2H. a). 3.05-3.2 
0 (2H. a). 3.42 (3H, s) , 3.59 (IH, d. J=14.0 Hz), 3.70-3.83 (2H, m), 4.05-4.40 ( 
6H, a). 6.06 (IH, s). 6.20-6.32 (IH, m), 6.36 (IH, d, J=2.5 Hz), 6.81 (IH, d, J= 
15.9 Hz). 7.00-7.08 (IH, a). 7.10-7.22 (4H, a). 7.27-7.48 (7H. a). 7.54 (1«. dd. 
J=2.5. 8.9 Hz). 7.74 (IH, d. J:^.9 fe). 8.46 (IH, t, J=5.7 Hz). 8.80 (2H. hrs). 

mmmi9 

trans-2- [7-:;^nn-l- ( 2. 2 ->-Vf";Prnt;P) -5- [2-.Xh^ 
^-3- (3- { [3- (4-;< h^£/7xx;p) rnt:;P] T^y ) ro.if^S/) y 
x;U] -2-^^y-l. 2. 3, 5-'rh7tHn-4. 1 -^yY^^^'^t:^- 3 
--f;P] -N- ( 2-:7/P3j"0'<.>->?;P) r-fehT^ K €irts 
mMMlvntiit^ (150ms) 1 6 fc R»C t"C«lfl:^ ( 7 0 
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mg) irm&^&tLXmti. 

iH-NMR (DMSCHJe) ^:0.87 (9H. s). 1.77-1.90 (2H. m), 2.03-2.14 (2H, m). 2.53-2.6 
8 (4H, m). 2.84-2.93 (2H, o), 3.02-3.10 (2H. m), 3.51 (3H, s), 3.60 (IH, d, J=14 
.2 Hz). 3.71 (3H. s). 4.08-4.39 (6H. m). 6.09 (IH, s) , 6.38 (IH, d, J=2.5 Hz), 6 
.83-6.88 (2H, m), 7.04 (IH, dd. J=2.7. 6.7 Hz)» 7.09-7.21 (6H, m). 7.27-7.36 (2H 
, m), 7.54 (IH. dd. J=2.5, 8.8 Hz), 7.74 (IH, d, J=8.8 Hz), 8.46 (IH, t, J=5.9 H 
z), 8.50 (2H, brs). 

mmm2o 

trans-2- (2, 2->''^^;Urntr;l/) -5- [2-^h^ 

(3- { [3- (3-J< h^>'7x::::;P) rntf/P] T^y) ro.-K^i^) 7x 
-2-:t^y-l. 2, 3, 5-xh^bHn-4. 1 -'<yy;i-^'t-fe' try- 3 

mmm2X^i^fzit'^{l 5 0mg) 3&>i?>. ^CTl6i:l«l«tcLT^<b'&ita (20 

mg) im^&tLxni^. 

iH-NMR (DMSO-de) ^:0.87 (9H, s). 1.80-1.95 (2H, m). 2.02-2.14 (2H, m), 2.55-2.6 
8 (4H, m), 2.85-2.95 (2H. m). 3.01-3.11 (2H, m), 3.51 (3H, s), 3.60 (IH, d, J=14 
.0 Hz), 3.73 (3H, s), 4.06-4.39 (6H. m), 6.09 (IH. s), 6.38 (IH. d, J=2.4 Hz). 6 
.74-6.80 (3H. Di), 7.04 (IH, dd, J=2.4, 6.6 Hz), 7.10-7.36 (7H. m), 7.54 (IH. dd. 
J=2.4. 8.8 Hz). 7.74 (IH, d. J=8.8 Hz), 8.41 (2H. brs). 8.46 (IH. t, J=5.9 Hz). 

mmm2i 

trans-2- [7-:7on-l- (2. 2 -S/V^/I^ruhVP-) - 5- [2-^h=^ 
(3- { [3- (2-^ h^i^y^^Jl^) rnt^;U] T^y) ro.it^i^) 7x 
-2-^^y-l. 2, 3. 5-7^h^tKn-4, 1 -^yV^T^Hf-if try- 3 
-N- ( 2-7;P:tn<yi;;W) T-fehT^H i^K^i 

^{?92Ti#?^C'fi:^ ( 1 5 0mg) mmmi6tmmizLx^it^(7 5 
mg) im&^^BtLxntz. 

iH-NMR (DMSO-de) ^:0.88 (9H. s). 1.76-1.90 (2H. m), 2.02-2.14 (2H, m), 2.55-2.6 
8 (4H, m), 2.86-2.96 (2H. m) , 3.02-3.12 (2H. m). 3.51 (3H, s), 3.60 (IH, d. J=14 
.OHz), 3.77 (3H. s), 4.06-4.39 (6H. m), 6.09 (IH. s). 6.38 (IH, d. J=2.5 Hz). 6 
.87 (IH. t, J=7.3 Hz). 6.96 (IH. d. J=7.8 Hz). 7.04 (IH. dd, J=2.5. 6.7 Hz), 6.9 
9-7.24 (6H, m). 7.26-7.36 (2H. m), 7.54 (IH, dd. J=2.4. 8.7 Hz), 7.74 (IH. d. J= 
8.9 Hz), 8.42 (2H, brs), 8.46 (IH, t, J=5.8 Hz). 

mmm22 

trans-2- [7-^no-5- [3- (3- { [3- (3. h^i^y jl^ 

JU) rotf;!^] T^y } ru^^i^) -2-;<b^ix7x:^/P] -1- (2. 2-i^;<^ 
;Prntr/P) -2-:t^V-l, 2. 3, S-'rhyt.Va-A . 1 -'^Wit^-^f-feftf 
y-3->f;U] -N- {2-y ;V:^t3Ky r-bVT^H 

ms&m2x^i%fzi\:^ ( 1 50mg) mmmietmmi^zLxmmit^ (e o 
mg) imm&ttxnti. 

iH-NMR (DMSO-dg) ^:0.90 (9H, s), 1.82-1.96 (2H. m). 2.05-2.18 (2H. m). 2.55-2.7 
0 (4H. m). 2.86-2.97 (2H. m). 3.03-3.13 (2H. m). 3.54 (3H. s). 3.62 (IH, d. J=14 
.0 Hz), 3.73 (3H, s). 3.75 (3H, s), 4.10-4.41 (6H, m), 6.11 (IH. s). 6.41 (IH. d 
, J=2.4 Hz). 6.73 (IH. dd, J=1.7. 8.1 Hz). 6.82 (IH. d. J=1.7 Hz), 6.88 (IH, d, 
J=8.2 Hz). 7.07 (IH, dd, J = 2.6. 6.5 Hz), 7.12-7,23 (4H. m), 7.29-7.39 (2i. m). 
7.56 (IH. dd, J=2.4. 8.7 Hz). 7.77 (IH. d. J=8.7 Hz), 8.48 (IH. t. J=5.8 Hz). 8 
.52 (2H, brs). 

mmm23 

trans-2- [T-^^oD-l- (2, 2 - i^';^ f-zur n tT/P ) - 5- [3- (3- 
{ [2 - ( lH->f >'K-/^-3->fyU) Xf^/H T$y > rarf^^i^) -2-J><V^>' 
7x-;H -2-^=^y-l, 2, 3. 5-T-h7tHD-4, 1 -^yy^:t^'9--t:tr>' 
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^fi?! 2 ( 1 5 0 m g ) ;{?^ . 1 6 1 [^StC LT^^k^ ( 7 0 

mg) Srl^l^a^B^LT^f7t:. 

iH-NMR (DMSOds) ^:0.87 (9H. s). 2.06-2.19 (2H. n). 2.58-2.68 (2H, b). 3,00-3,2 
8 (6H, a). 3.52 (3H. s). 3.59 (IH. d. J=13.9 Hz). 4.07-4.40 (6H. m), 6.09 (IH, s 
), 6.38 (IH, d. J=2.5 Hz). 6.96-7.39 (IIH, ■). 7.51-7.59 (21, n), 7.74 (IH. d. J 
=8.8 Hz), 8.46 (IH. t, J=5.8 Hz). 8.68 (2H. brs). 10.95 (IH. s). 

trans-[2-(3-< 7-:^ua-l- (2. 2->?p«'^;PrDtr;P) - 3- [ ( 
2-7;P;tn-^>>?;l/;^;l'M'qE>r;P) pf^/l^] -2-;r^y'-l . 2, 3, 

;WN'5 ym t e r t -:r-f-;pxx'r;p 

1 OTntzit-^ ( 1 . 0 0 g ) i: 2 -yn^x^/P;^?;^^^^ yWt t e r t - 

r^yuxxx/p ( 0 . 4 8 g ) i)-^. mnmi tmrnzLxmrnit-^ (i . 2 1 g ) sr 

iH-NMR (CDCI3) <^:0.94 (9H. s) , 1.43 (9H. s), 2.69 (IH, dd, J=6.1, 14.4 Hz), 2.8 
7 (IH. dd. J=6.8, 14.4 Hz). 3.36 (IH. d. J=B.8 Hz). 3.48-3.59 (2H, m). 3.62 (3H 
. s). 4.02-4.10 (2H. ■). 4.37-4.58 (4H. m). 4.98 (IH. brs). 6.25 (IH. s). 6.36 ( 
IH, brs). 6.59 (IH. d. J=2.1 Hz), 6.93-7.17 (5H. b), 7.21-7.37 (4H, ■). 

trans-2- [5- [3- ( 2-T5 yxh^f i^) - 2 -pf h^^v-^ xX;H -7- 
:^on~l-(2. 2->''^f-;^rotf;P) -2-:t^y-l. 2. 3. S-xb^tK 
a- 4. l-^Wit^HfHffV-B-'^/P] -N- (2-:7;U>fn^yy;P) r-fehT 

2 4 Tntzit^ ( 1 . 1 5 g ) 3&>i5>. ||Jfi«2 ^mi^Z LX^it^ ( 0 . 
97 g) i:&^^tLX^i%fc. 

JH-NMR (DMSO-de) ^:0.88 (9H, s). 2.62-2.66 (2H. b). 3.20-3.28 (2H. a). 3.51-3.6 
3 (4H. n). 4.18-4.40 (6H. m), 6.09 (IH. s), 6.37 (IH, d, J=2.5 Hz). 7.06-7.20 (5 

H. B), 7.28-7.38 (2H. b). 7.54 (IH. dd, J=2.5. 8.8 Hz). 7.75 (IH. d. J:^,9Hz). 
8.02 (3H, brs). 8.48 (IH. t. J=5.6 Hz). 

mmm26 

trans-2- [7-:^on-l- (2. 2 - >''p< ^;Pr D tr;U ) -5- (2->h^ 
- {2- [ (2-7xX;PXf-;P) r$y] Xh^S^} 7xX/P) -2->r^y- 

I, 2. 3, 5-7^h^bHo-4. 1 -^>'y:t^1^-fe:tr>'-3->f;H -N- (2- 

^wi2 5Ti#7tfl:-^ ( 1 0 om g ) mmmi etmmizLxmmit^ ( 3 

5mg) $-ifffe^B^ei:LT^#y::. 

iH-NMR (DMSO-de) ^:0.88 (9H, s), 2.62-2.66 (2H. b), 2.90-3.00 (2H. b). 3.40-3.5 
3 (4H. b), 3.53 (3H. s). 3.60 (IH, d. J=14.3 Hz), 4.17-4.40 (6H. m), 6.09 (IH. s 
), 6.38 (IH, s), 7.07-7.38 (12H. m). 7.54 (IH. d. J=^.6 Hz). 7.75 (IH. d. J^.6 
Hz), 8.47 (IH. t. J=5.4 Hz) 8.81 (2H. brs). 

mkm27 

trans-2- [7-:?'DO-l- (2, 2 - i^';^ ^;Ur o ) -5- (2-><h^ 
i^-S- {2- [ (3-7xx;prDtf;P) T^y] xb:^>'} 7xX/U) -2-^=2^y 
-1, 2, 3, 5-T'b7bHo-4. 1 -^>'y':t=^1^-fefey- 3 — f ;H -N- ( 2 

^CT2 5T^7t'ft'^ ( 1 50mg) ^: 3 -7 xri/urD^N'^-;!^ (3 4mg) **4> 
. ate«13tll«tcLT^fl:^ (6 Omg) ir^^&^^BtLXnti. 
iH-NMR (DMSO-dg) ^:0.87 (9H, s). 1.85-2.00 (2H. a), 2.57-2.68 (4H, b). 2.92-3.0 
6 (2H, m). 3.38-3.62 (6H. a). 4.16-4.40 (6H. a). 6.09 (IH. s). 6-37 (IH, d, J=2. 
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5 Hz), 7.05-7.38 (12H, m), 7.54 (IH, dd, J=2.5. 8.8 Hz), 7.75 (IH. d. J=8.8 Hz), 
8.47 (IH. t. J=5.8 Hz) 8.75 (2H, brs). 

^m2s 

trans-2- [7-:;^on-l- (2, 2-S/;<^;l^rDtr;^) -5- (2-p<h^ 
i^-S- {2- [ (4-7x-;p:/^;P) r^y] xhcS^^-) 7x-;P) -2~5i-:afy- 

1. 2, 3, 5-rh5tKn-4. 1 -^yy:+*i;-Hfty- 3->f /U] -N- ( 2 - 

|liSfi?92 5T'#;t^k^ ( 300mg) t4-7x-;^y^^-t-;K 7 Omg ) 
3 1 H^tC Lxmmit^ ( 1 3 5 m g ) ^ii^B^Bfc LTf#fc* 
iH-NMR (DMSO-dfi) d: 0.87 (9H, s), 1.53-1.67 (4H, m). 2.55-2.68 (4H, m), 2.95-3. 
10 (2H, m). 3.32-3.42 (2H, m). 3.54 (3H, s), 3.60 (IH. d. J=14.0 Hz), 4.18-4.39 
(6H, m), 6.09 (IH, s), 6.37 (IH. d, J=2.5 Hz). 7.05-7.21 (8H, m), 7.23-7.37 (4H, 
m). 7.54 (IH, dd, J=2.5, 8.8 Hz), 7.74 (IH, d, J=8.8 Hz), 8.47 (IH, t, J=5.8 Hz 
). 8.72 (2H, brs). 

mmm29 

trans-2- [7-:^nn-l- (2, 2-i^'p<^;Prnfc^;^) -5- (2-.Xh^ 
{2- [;><f-;P (3-7x::i;Urnt:;P) T$y] xb^rv-} 7xx;p) -2- 
:t^y-l, 2. 3. 5-7^h^bKn-4, 1 -<yy':t*i^-fe' tTV- 3 f ;U] -N 

- (2-7;U:tD'<^-i/';l^) T-trhra H SKS 

Slit09 2 7 Tntz^t-^ ( .5 4 m g ) . ||Jfe« 1 5 k LT^fl:^ ( 3 5 
mg) ^^SfefefakLT^J^Co 

iH-NMR (DMSO-de) ^:0.87 (9H, s), l.%-2.06 (2H. m), 2.55-2.69 (4H. m), 2.87 (3H 
. d. J=4.4 Hz). 3.03-3.28 (2H, m), 3.42-3.70 (6H, m), 4.18-4.50 (6H, m). 6.10 (1 
H, s). 6.39 (IH, s). 7.07-7.38 (12H, m). 7.54 (IH. dd. J«2.0. 8.8 Hz), 7.75 (IH, 
d. J=8.8 Hz), 8.50 (IH, t, J=5.7 Hz) 9.80 (IH, brs). 

mmmso 

trans - (3 - {3 - [7-:^DU-l - (2. 2 - v^^;UrntVU) - 3- { 2 

- [ (2-7;U^DO'>-VP) T^y] -2-^^yxf';U> -2-*^y-l. 2. 3 
. 5-xh7tHn-4, l-0'V^;^-=^'»f-tfe>'-5-'Y;P] -2-;^h^>'7xy^ 
i^) rotVU) ( 3-7x— ;PrnhVP) ^JW<^ yig t e r t-yf';^x;^f-/^ 

mmmST'i^fzit^m ( 1 • 3 0g) cOThy^^^ayyy {20ml ) mMt^ZhV 
xf-zPT^y (0. 54 g) tZMM'J (tert-yf-zU) (0. 78g) irtut. M 

mmtxmmit'^m ( i . 3 o g ) ^m^m^mt txmc. 

iH-NMR (CDCl3)<?:0.94 (9H, s). 1.43 (9H. s). 1.78-1.90 (2H. m), 1.97-2.10 (2H, m 
), 2.50-2.60 (2H, m). 2.68 (IH, dd. J=6.1, 14.3 Hz). 2.86 (IH. dd, J=6.8, 14.3 H 
z), 3.13-3.43 (5H. m). 3.59 (3H, s), 3.96-4.07 (2H. m). 4.36-4.57 (4H. m). 6.24 
(IH, s), 6.27 (IH. t, J=5.8 Hz), 6.59 (IH, d. J=2.1 Hz), 6.99-7.36 (14H, m). 

mmsi 

t rans-N- ( 2 -7/P:to^y>^;U) - 2- [1- (2, 2 -i^'^^/^rne/l') 
-5- (2-pCh=3ri^-3- {3- [ ( 3-7xX;urabVP) 757] rn.-K^x} y 
xx/u) -2-:t^y-l. 2. 3, 5--rh^bHn-4. l-<yY:t^-^^^y- 

mmmSOT'^tiit^ ( 200mg) C7);<:^y-;U ( 1 Om 1 ) miSiifZl 0%J'^yi^ 

^M.mm ( 1 oomg) t^Tv^xi^A ( 2oomg) stJpjc. iijs&agrFi smm 

imLfz. ^c^Km^-^mi-ty^i hTbiSiL. 6?S§rMETiefflUv:. S^SrS^l^x^ 

JBET»«IL3^. m^ii^'Jty^l^^^^h^yy^-TmmLXm&m^ HSOmg 
) SrttTto Z(7)m^m ( 1 5 Gmg ) lc4^SS/BKxf-;l.^?ff (5ml) Hut. 
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Uy-xx^^Ux-x ;l^*4>SH^t:$-li:T. ^it-^ ( 1 2 Omg ) LT 

iH-NMR (DMSO-dg) ^:0.88 (9H. s). 1.88-1.% (2H. ■). 2.03-2.14 {2H. «), 2.60-2.7 
0 (4H, m). 2.88-2.98 (2H, m), 3.02-3.13 (2H, ■), 3.47 (3H, s), 3.62 (IH, d. J=13 
.8 Hz). 4.10-4.14 (2H, b). 4.19-4.38 {4H. m), 6.14 (IH. s), 6.48 (IH. dd. J=1.5. 
7.7 Hz), 7.03-7.22 (9H, m), 7.26-7.38 (4H. m). 7.42-7.50 (IH, b). 7.66 (IH. d, 
J=8.0 Hz). 8.45 (IH, t. J=5.9 Hz), 8.55 (2H, brs). 

mm3 2 

t r ans-N- (2-y/U:^xjKyi^;U) -2- [1- (2, 2 - ^/l-r n tfyP ) 

-5- {2-^ {3- [ ( 3 -r^xX/urnt^/l-) T^y] TUTft^i^) y 

x::^;^) ~2-^^ry-7-:7x-yP- 1 , 2, 3, 5— rh7bFn-4. 1 -O-y 

mmmSOTntiit^ ( 2 00mg) . ^x^/Ut^^K (8 8mg) . hVy> i'J^ 
y'JVTyT-thy) -Jn^l^^I^. (l Img) iJilXigK-bi^^A (23 5mg) 
^^Vy (lOml ) «SS[fc:hU-t e rt-:/f-;U;fxX7-fy (lOmg) ^in;c. ^- 

y;^y;Ui?'ovhir^7>f-rMSLTMfe?4^^ (140mg) S:^/-. ( 
14 Omg) ^c4a^SK/a^x^;P^ffi (5m 1 ) S:jD;t. Mi^-Cl 5^B^L:^c 

4^ (8 Omg) Sr^Tt. (8 Omg) (TyWc^'^Vy (3ml ) Jg^C::. 1 

ffi^x-x/MtiSK (0. 5ml) S:lra;c. MiaT5^iai«fPt/^^ RfBfflES:SET«l@ 

L. %hf\S:M'^^W!c^^vy-i^:L.^)V:si-^^ ^mc^ (6 

Img) ^IsifeieH^BtLTft;^.:. 

iH-NMR (WlSO-de) ^:0.91 (9H, s), 1.80-1.95 (2H, m), 2.00-2.14 (2H, n), 2.58-2.7 

3 (4H, m), 2.85-2.95 (2H, ■), 3.00-3.10 (2H, ■). 3.48 (3H, s), 3.67 (IH, d. J=3 
.9 Hz), 4.08-4.12 (2H, n) , 4.18-4.40 (4H. m), 6.20 (IH. s). 6.71 (IH. s), 7.10-7 
.45 (17H, m), 7.72-7.80 (2H, n), 8.46 (IH, t, J=5.7 Hz). 8.52 (2H. brs). 
##fi?ll2Y 

trans - [7-:^nn-l- (2, 2 ^;^rn ) -5- (3-bKn^>' 
-2-^b^>-7xx;P) -2-:^'*y-l . 2, 3. 5— fh^tHD-4. 1 
V:t^^^-^fe>'-3->f/P] pgr X-^yPXXx;!. 
##^7T'#)^cfl:^ ( 1 0. Og) 3&»/5>. ##«10i:R«tcUT«Bfl:-&ft (8. 

4 6 g ) ^^wmt l.XW^. 

iH-NMR (CDCU) ^:0.95 (9H, s). 1.26 (3H, t, J=7.1 Hz), 2.77 (IH. dd. J=6.0. 16. 

5 Hz). 3.03 (IH. dd. J=7.6. 16.5 Hz). 3.38 (IH, d. J=13.9 Hz), 3.60 (3H, s). 4.1 
2 (2H, q, J=7.1 Hz). 4.41 (IH, dd, J=6.0. 7.6 Hz), 4.52 (IH, d. J=13.9 Hz), 5.36 

(IH. s), 6.24 (IH, s), 6.63 (IH, d, J=1.8 Hz). 6.95-7.03 (IH, m). 7.15-7.20 (21 
, b). 7.30-7.38 (2H, m). 
IIMW13 3 

trans - (3- <3- [7-:5^no-l- (2. 2 -i^'j^f-yPrntT/P) -3- (X 
V^l^ij}Vif^^)Vy^^}V) 2, 3. 5-T-h^bKn-4. \-^y 

y?r^^f-bft:>'-5-'<;P] -2-^Y^i^y:s.J^i^\ rntr/U) f3)VJ<^\y^ te 
r t-y^;Px;:^-r/U 

##WI1 2yTWz\t^^ (8. 46 g) t^mi IVnfzit^ie, 3 5s)t> 

%mm}inigk\zLxmmL^{9. 03g) ^mn^&tLxntz. 

IH-NMR (CDCI3) <^:0.94 (9H, s), 1.24 (^, t. J=7.1 Hz). 1.42 (9H. s). 1.97-2.06 
(2H. a). 2.79 (IH. dd. J=6.0. 16.4 Hz). 3.03 (IH. dd. J=7.6. 16.4 Hz), 3.30-3.36 
(2H. m), 3.37 (IH, d. J=13.9 Hz). 3.63 (3H, s), 4.04-4.17 (4H, ■). 4.39 (IH, dd 
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. J=6.0. 7.6 Hz), 4.51 (IH. d. J=13.9 Hz). 4.84 (IH, brs), 6.27 (IH. s). 6,61 (1 

H. d, J=1.4 Hz). 6.% (IH, dd. J=2.1. 7.7 Hz), 7.12-7.36 (4H. m). 

trans- {5- [3- ( 3 ^ yTOji^^x) - 2 h=5rx7x^;^] -7-^ 
nD-l-(2. 2->-'>f-;Prne;P) ~2-*dfy-l , 2, 3. 5— rh^tKa 

||]te«?y3 3Tf#7t<l:^ (9. 03g) 3t;*4>. lltl«?!I2fc|nl«tcUT^<k^ (8. 
07 g) Srefe1»*tLT^#/c• 

»H-NMR (DMSO-dfi) ^:0.88 (9H, s), 1.15 (3H. t. J=7.1 Hz), 1.98-2.10 (2H, m). 2.6 
5-2.86 (2H, m). 2.92-3.03 (2H, m). 3.53 (3H. s). 3.62 (IH, d. J=13.9 Hz). 3.97-4 
.17 (4H, m). 4.21-4.32 (2H, m). 6.10 (IH, s). 6.41 (IH. d, J=2.5 Hz). 7.08-7.15 
(2H. n), 7.19-7.27 (IH. n). 7.56 (IH, dd, J=2.5, 8.7 Hz). 7.70-7.85 (4H, m). 
11560113 5 

trans - [7-:5^nn-l- (2. 2 - f-;Pr a t/l/ ) -5- 

3- < 3- [ (3-:7xx;Prntf;U) T^y] rnjK^Sx} 7xx;p) -2-:t^y- 

I. 2, 3, 5-Tb'7fcHn-4. 1 -^^-V^r^-t-fcTl^V- 3 ->f /P] x^;l/ 

I5ife<^3 4T'ff T^vT^k-g-^?!! ( 6 . 0 0 g ) . 3 -7 xX/prn>'N--t-;P (1 . 4 1 g ) 
Ximi^d- 89g) (?)>-Vf-;^7^;^AT$K/;<^y-;K5 0 mi/20 mi 
) ?S?Rt3S^ry hUbHoisait^hU^A (0. 9 9g)?:aStDL. 'f^S'&il&SrMa 

3. 55g)S:t#7^c* (8 0mg) cO^'fb;<f'Wy ( 3ml ) IS^ 

x-x/H4ii®^ (0. 5ml) itnt. mi^T5-!&mimtfz. Rmtir^ST^L. 
f#^ti;^c^$^^^k;^^VV-i^'xf-;PX-T;^;!?^^^H^I:§-t^T. mmit^ (5 0m 
g) SrilfeiSah LT^/c^ 

iH-NMR (DMSO-ds) ^:0.87 (9H. s), 1.15 (3H. t, J=7.1 Hz), 1.80-1.94 (2H, m) , 2.0 
3-2.16 (2H. m). 2.60-2.89 (4H. m), 2.90-3.00 (21. m). 3.05-3.15 (2H. m), 3.52 (3 
H. s). 3.62 (IH. d. J=13.9 Hz). 4.00-4.19 (4H. m). 4.24 (IH, t. J:=7.0 Hz). 4.29 
(IH, d. J=13.9 Hz), 6.10 (IH, s), 6.41 (IH. d. J=2.5 Hz), 7.10-7.35 (8H, m), 7.5 
6 (IH. dd, J=2.5, 8.7 Hz). 7.77 (IH, d. J=8.7 Hz), 8.55 (2H. brs). 

msmse 

trans- [5- (3- { 3- [b'X ( 3 - 7 x x;ur n tf/P ) T^y] Tujft^i^) 
-2-;<h^i^yji::^/U) -7-:^an-l - (2. 2-i^'^f-;urne;W) -2-*^ 
y-1. 2. 3. 5-T-h^fcKn-4. l-Ky^/^^-^-^^y-S—^ X 
f-;^xxx-f;l/ SSffi 

m&ms scom^mt tx. mm^Bcomm^t^ ( 1 3 3 m g ) i:mz. 

iH-NMR (DMSO-dfi) ^:0.88 (9H. s). 1.16 (3H, t, J=7.1 Hz). 1.83-2.02 (4H, m), 2.0 
5-2.21 (2H. m). 2.55-2.90 (6H, m). 3.03-3.30 (6H, m). 3.47 (3H. s), 3.63 (IH, d, 
J=14.4 Hz), 4.00-4.35 (6H. m), 6.10 (IH. s). 6.41 (IH. d. J=2.3 Hz). 7.10-7.32 
(13H. m). 7.58 (IH. dd. J=2.5, 8.7 Hz), 7.78 (IH, d. J=8.8 Hz). 9.80 (IH, brs). 

mmmsi 

trans-[5-(3-{3-[ ( t e r t b^i^;'(>;Pd<x;^) (3-7xX;^r 
otVP) r^y] rn.i^^i^l -2-;»« h^>':^xx;P) -7-:^nn-l- (2.2- 
i^'.Xf'/Prn'b'yt^) -^2'-:t^y-l . 2, 3, 5-f-h^bHn-4. l-^y^:^^ 
-^-^^^y- x^;PXXXx;P 
^W3 5T^3t^l:^c07»J-#: (3. 55g)*^^>, HSfiCT 3 0 1 LT 

( 3 . 5 4 g ) im&rA^mt txnrz. 

iH-NMR (CDCla) a:0.95 (9H. s). 1.24 (3H. t. >7.2 Hz). 1.43 (9H. s). 1.78-1.90 
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(2H. m), 2.00-2.11 (2H. n). 2.55-2.60 (2H. m). 2.77 (IH. dd, J=5.9, 16.4 Hz). 3. 
04 (IH, dd. J=7.7. 16.4 Hz). 3.15-3.30 (2H, m), 3.32-3.45 (3H. m). 3.61 (3H. s). 
4.00-4.05 (2H. m), 4.10-4.20 (2H. o). 4.39 (IH. dd. J=6.0, 7.6 Hz). 4.52 (IH, d 
, J=14.2 Hz), 6.26 (IH. s). 6.61 (IH, s), 6.94 (IH. dd. J=1.7. 8.7 Hz). 7.10-7.2 

8 m. n). 

trans-[5-(3-{3-[ ( t e r t b^ri^*/U;f'~;U) (3-:7x-;^r 
ne;U) T^y] rn.-K^>-) -2-^ h^i^y ji=iJU) -T-^on-l- (2.2- 
v?p«f"/Urnt:;U) -2-:t^y-l. 2, 3. 5— l-Ky^^^ 
1^-tfe>'-3->f;H 

mMmsivntzit-^ il^ 03g) (7)X:^y-;I^/xJ>^bKn77>(2 0 m 

i/2 0mi ) mm(cim&ymit'rho^j^ymm(6m \ > ^nt. 6ox:rmia 
ai7a[S:ffift:ft^*Tgfe??L. is^isirv^^^i^t^ATseifti*. sffra^^^r^tcj:') 

«8^b^ ( 0 . 9 9 g ) im^m^mt LX^t:. 

iH-NMR (CDCl3)^:0.95 (9H, s). 1.43 (9H. s). 1.78-1.90 (2H, m). 2.00-2.12 (2H. n 
), 2.55-2.60 (2H. m) , 2.82 (IH. dd. J=5.6. 16.5 Hz). 3.08 (IH. dd, J=7.6. 16.5 H 
z), 3.18-3.30 (2H, m). 3.32-3.43 (3H, m). 3.61 (3H. s). 4.00-4.05 (2H, ■). 4.34 
(IH. dd, J=5.6. 7.6 Hz), 4.51 (IH, d, J=13.9 Hz), 6.25 (IH. s), 6.62 (IH, d. J=l 
.6 Hz). 6.94 (IH. dd. J=1.7, 7.8 Hz). 7.12-7.39 (9H, m). 

trans - [T-^J'OD- 1- (2, 2-'J^^JUra\^jU) -5- (2-;<h^v'- 

3- { 3- [ (3-"7x-;urotry^) r^y] yuTf^^i^) :7x-;u) -2-:t=¥y- 

1, 2. 3. 5-xh5tHo-4. l-'<>'y:t*if-feftrv-3->f;^] SStS 
m^mSSTntzit^ (SSms) t34S^^K/»S!Xf-;^^a[ (2ml ) i:tut 

Uy- ^^X'^;Px-x;P*»4>«afl:Sii:T. aa-ft-^ ( 6 0 m g ) SrSEfeiSat 

iH-NMR (DMSO-de) ^:0.87 (9H. s). 1.82-1.% (2H, b) , 2.05-2.17 (2H. m). 2.58-2.6 

9 (3H. m). 2.71-2.83 (IH. m). 2.86-2.98 (2H. ■), 3.03-3.15 (2H. m). 3.52 (3H. s) 
. 3.62 (IH, d. J=13.9 Hz). 4.07-4.23 (3H, b), 4.29 (IH. d. J=13.9 Hz), 6.10 (IH, 

s). 6.41 (IH, d, J=2.4 Hz), 7.12-7.34 (8H, n), 7.55 (IH, dd. J=2.4. 8.8 Hz). 7. 
77 (IH, d, J=8.8 Hz). 8.60 (2H, brs). 12.20 (IH. brs). 

trans-2- (2, 2 -i^'^^/Prot/U) -5- (2->h^ 

i^-S- <3- [ (3-7xX7PrDtr/U) rsy] rn.i^^i^> 7xx;p) -2-:^^ 
y-1, 2, 3. 5-xh^bKn-4. 1 -'<>^y'5j-d|ri?--tfe>'- 3 ->f;P] T-fehT 

^mSBX-ntiit^ (1 OOmg) thV:c^)Ur^> ( 1 7mg) cOrb^bK 
07^^ ( 5m 1 ) Jgatw. *^T:5^Dn^^yrf-;U (2 3mg) S:jD;t. MiSTS 
OtJMaJSafSfe. 2 8%r>^^XT*S?B[ (160mg) ^lra;c. S^tcMSTlS^a 

;P7nvh;5^77-f-T»SLT*lfeJ4«ifi3 (40mg) i^tz. ( 2 5m g 

) (w4a^SM/»S!Xf-7^^ ( 5m I ) itnt. ^com-^im&xA^^ssmLfz 

itx. mmit^ (20mg) s:*l^a^:LT^iy::. 

JH-NMR (WlSO-de) <^:0.87 (9H, s). 1.80-1.94 (2H, n). 2.02-2.15 (2H. m). 2,53-2.7 
0 (4H, a). 2.86-2.96 (2H, a). 3.02-3.11 (2H. a), 3.52 (3H. s), 3.59 (IH, d. J=13 
.9 Hz). 4.06-4.19 (2H. 4.21-4.35 (2H. a). 6.08 (IH. s), 6.39 (IH. d. J=2.3 H 
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z), 6.82 (IH, s). 7.11-7.42 (9H. m), 7.54 (IH. dd, J=2,3. 8.7 Hz), 7.74 (IH. d, 
J=8.7 Hz). 8.43 (2H. brs). 

t r ans-N-<yi^';P-2- [7-:^nn-l- (2. 2 - >^^f';PrDtr;^) -5 

- (2-?(h^i^-3- { 3- [ (3-7x-;i/rot:;u) T$y] ro.-Kdfi^} ^x- 

;U) -2-:t^y-l , 2. 3, 5-xb7tKn-4, 1 -'O-y^^'t-if try- 3 - 
-f;l.] r-febT$ K Sirs 

^Sfifi?!l38-C^3tft-&?%l { 1 OOmg) . l-xf-;P-3- (S-'J^^/UT^ym 
tr;!^) ;^;U.i<i/'>f $ K^K^ (3 2mg) . 1 -b Hn^r^^^-Vh 'JTV-yP (2 2m 
g) c7)i^'^^;U;it;^Ar$ H {3ml) mMiZ. ^yz^fUT^y (ISmg) M 

^^Q-^h^^^-r-TSSLTftferfrKiBa (1 OOmg) $r»7t. { 1 0 0 

mg) tl4M«ffil!/ifB!X^;Pai}S (5ml) S:Jn;t. -f-OS^JftlSrMfiTl S^SM 
If L/::. KJEJg^MBETig^L. n^titin^i^it:<^lyy--i^x,i-)i^x.-^)i^iyi& 
&it^MX. mmit-^ ( 8 Omg ) trm&^^Bt LX^z. 

iH-NMR (DMSO-de) ^:0.88 (9H, s), 1.82-1.% {2H, m), 2.06-2.18 (2H. m), 2.57-2.7 
0 (4H. m). 2.86-2.98 (2H. m). 3.02-3.15 (2H, m), 3.52 (3H. s). 3.60 (IH. d, J<3 
.9 Hz), 4.08-4.22 (3H, m), 4.25-4.38 (3H, m), 6.10 (IH. s), 6.39 (IH, d, J=2.5 H 
z), 7.02-7.35 (13H. m), 7.54 (IH, dd, J=2.5. 8.8 Hz). 7.75 (IH, d. J=8.8 Hz). 8. 
45 (IH, t. J=6.0 Hz) 8.60 (2H. brs). 

mm4 2 

trans-2- [T-^OD-l- (2. 2--J:^^)Vru\^)V) -5- 

>'-3- { 3- [ ( 3-7x-;^rntVP) TS^] rn.-K^^} >^x-;P) -2-:t^ 

y-1. 2, 3, 5-'fb7tHD-4. l-Oy:5^•^f't-bft•y-3-"'^;^] -N- ( 

mmmsST^fzit'^ (96mg) h2-7x::i;Ux^;UT$>' ( 1 9mg) ;b^^>. 

mm4\tmk\iZ\.x^mit'^ (somg) sr^fesatLTftTt. 

iH-NMR (DMSO-de) ^:0.87 (9H. s), 1.82-1.97 (2H. m). 2.05-2.15 (2H. m). 2.66-2.7 
7 (6H. m). 2.88-2.98 (2H, m). 3.02-3.30 (4H. m). 3.52 (3H. s), 3.59 (IH. d. J=13 
.8 Hz), 4.06-4.18 (2H. m). 4.22-4.35 (2H. m). 6.09 (IH, s), 6.40 (IH, d. J=2.4 H 
z), 7.10-7.33 (13H, m), 7.55 (IH. dd. J=2.4. 8.8 Hz). 7.75 (IH, d, J=8.8 Hz), 8. 
05 (IH, t, J=5.6 Hz) 8.56 (2H, brs). 

mmA 3 

t r ans-N-^>'>^';^-2- [T-^nn-l- (2. 2->^'^f-;l/rntf;P) -5 

- (2-.xhafi/'-3- {3- [ (3-7xx;profcr;u) T^y] rojK^v-} 7x- 

;P) -2-:t^y-l, 2. 3, 5-xV^tKa-4, 1 -^>'y;t^-9"-tff>'-3 - 

^mmSSXntzit'^^ (6 Omg) t'^-y^^)V^yi^}VT^y ( 1 2mg) 7&>4>. 
^SSCT4 1hl«imcLT^^b-^ (3 5mg) Sr^fe^B^B^ LT^t^v!. 
iH-NMR (DMSO-dg) «^:0.88 (9H. s). 1.83-1.97 (2H. m) . 2.03-2.18 (2H, m) . 2.60-3.1 
7 (IIH. m). 3.51 (1.2H. s). 3.52 (1.8 H, s), 3.63 (IH, d, J=13.6 Hz). 4.07-4.20 
(2H, m), 4.26-4.62 (4H, m) , 6.07 (0.4H. s), 6.11 (0.6H. s). 6.42 (IH, d. J=2.1 H 
z). 7.09-7.40 (13H. m). 7.52-7.60 (IH. m). 7.77 (IH. d. J=8.7 Hz). 8.57 (2H. brs 
). 

trans-2- [T-^^'nn-l- (2. 2 - x ;^ ^/I^r D tVl^ ) -5- (2->h^ 
i^-S - {3- [ (3-7xX;wrotf;^) TS/] TuiY^^i^) 7xX;W) -2-:t^ 

y-1. 2. 3, 5-f'h^tFo-4, i-<yy:*^-»?--tfe>'-3— -N-7 
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mmmssTntzit^ dims) tT::i^jy ( 1 2mg) msimAitmm 

IzLXm&lt^ (60mg) S-SlfeSB^Bi: LT#Jt. 

iH-NMR (WBOds) ^:0.88 (9H, s). 1.80-1.96 (2H. m), 2.02-2.17 (2H. m), 2.62-2.6 
6 (2H, b), 2.77-2.98 (4H, m), 3.02-3.15 (2H. m). 3.52 (3H, s), 3.61 (IH. d, J=3 
.9 Hz), 4.05-4.18 (2H. n). 4.26-4.38 (2H, m), 6.13 (IH. s), 6.41 (IH, d, J=2.5 H 
z), 7.00-7.35 (IIH, m), 7.48-7.60 (3H, a). 7.77 (IH, d, J=8.9 Hz). 8.53 (2H, brs 
), 10.03 (IH, s). 

mmm4 5 

trans-2- [7-:^on-l- (2, 2 -i^'p^^/Urof yU) -5- (2-^h^ 
i^-S- {3- [ (3-7xr:;prnf;P) r$/] yayf^^i^) :7xr:;p) -2-:t^ 
y-1, 2, 3, 5-7'h^tKn-4, 1 -A;yy>r:3^i^-fe'fc^y- 3 -N- ( 

2-brU>'':i;U^f';l.) T-fehT^H 2i^l^ 

^e^3 8T^/C'fb^ ( 92mg) h 2 -T $ U S^'^ ( 1 6mg) ;&*i5>. 

IISgfi?!4 1 tmmzLX^<t^ (76ms) ^m^ffnt bX'^fz. 
JH-NMR (DMSO-de) 5^:0.87 (9H, s), 1.82-1.97 (2H, a), 2.03-2.18 (2H, a), 2.60-2.7 
8 (4H, n). 2.85-2.98 (2H, n). 3.02-3.13 (2H, a), 3.48-3.78 (4H, a). 4.08-4.18 (2 
H. a), 4.25-4.48 (4H, a), 6.10 (IH, s), 6.38 (IH. d, J=2.5 Hz). 7.06 (IH. dd. J= 
2.1, 7.0 Hz), 7.10-7.23 (5H. n), 7.26-7.33 (2H. a), 7.35-7.45 (2H. a). 7.53 (IH, 
dd. J=2.5, 8.8 Hz), 7.74 (IH, d, J=8.8 Hz), 7.85-7.% (IH, a). 8.52-8.67 (4H. b 
rs). 

msm4 6 

trans-2- [7-^Dn-l- (2, 2 ^^UrobVU) -5- (2-^h^ 
i^-3- {3- [ (S-^x-Z^rDtfyl-) r^y] rn;K^^> T^x-;^) -2-5j-^r 
y-1. 2. 3, 5-'rh^tHo-4. 1 -'^.W^^sirif-bffcry-S-^f /H -N~r 

^^3 8T^7^s:-fl:'^ ( 1 OOmg) trotVPT^y ( 1 OmB)t^^. 
1 fc HWC LXmrnit-^ ( 2 0 m g ) Sr^ifiea t LT#^^, 

iH-NMR (DMSQ-dfi) ^:0.83 (3H. t, J=7.4 Hz). 0.87 (9H. s). 1.32-1.45 (2H, a). 1.8 
0-1.93 (2H. 1). 2.01-2.14 (2H. a). 2.50-2.57 (2H. a). 2.62-2.66 (21, a). 2.84-3. 
10 (6H. a). 3.51 (^. s). 3.59 (IH, d. J=13.8 Hz). 4.07-4.18 (2H. a). 4.23-4.33 
(2H, a). 6.09 (IH. s), 6.38 (IH. d. J=2.5Hz), 7.08-7.24 (6H. a). 7.26-7.34 (2H. 
a). 7.54 (IH. dd. J=2.5. 8.8 Hz). 7.74 (IH. d. J=8.8 Hz). 7.90 (IH. t, J=5.5 Hz 
). 8.37 (2H, brs). 

trans-2- (2. 2 - ^/PT o bT/U ) -5- (2-;<h^ 

{3- [ (3-7x-/UrQe/l') T^y] rtJ^^zy) yjiZLJU) -2-:t* 
y-1. 2. 3, 5-f'b^bHo-4, l-^>'y^^r'9"-fe'br:^-3->f;P] -N. N 

ISffi«3 8T^?t:fl:^ (80mg) fci^'X^/PT^^ (1 Omg ) *>^^, IIS6fi?y4 1 
i:i«iatcLT^>fl:'^ ( 6 Omg) ^:m&&^Bt Lxnt:. 

iH-NMR (DMSO-dc) ^:0.87 (9H. s), 0.% (3H. t. J=7.0 Hz), 1.12 (3H. t, J=7.1 Hz) 
, 1.82-1.95 (2H. a). 2.04-2.15 (2H, a). 2.60-2.70 (3H, a). 2.87-2.98 (3H. a). 3. 
02-3.18 (3H. a). 3.20-3.39 (3H, a). 3.40 (3H, s). 3.61 (IH. d, J=14.0 Hz). 4.08- 
4.18 (2H, a). 4.23-4.35 (2H. a). 6.09 (IH. s). 6.41 (IH. d. J=2.5 Hz). 7.12-7.34 

(8H. a). 7.54 (IH. dd. J=2.5. 8.8 Hz). 7.76 (IH. d. J=8.8 Hz). 8.54 (2H, brs). 
^fi?«4 8 

trans-2- [7-:^au-l- (2, 2 - i^';^ f-Zl^T o tf/P ) -5- (2-;<h^ 
>'-3- { 3- [ {3-7x-;Prnl^;P) T$y] rnTK^i^} 7x-;U) -2-5r4r 

y-1. 2. 3. 5-7^h^t h'o-4. i-'^^vy^j-^jf^f-etry-s-^f/H -N- ( 
2-^ h^v-^vi^vu) T-b hr^ H asas 
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m^m3SX^i%t:it^ (90mg) t2-;^h^i^O'y;PT^y (20mg) i)^^ 

iH-NMR (DMSO-dg) ^lOM (9H, s), 1.80-1.94 (2H. m). 2.01-2.14 (2H. m). 2.55-2.7 
0 (4H. m), 2.85-2.96 (2H. m) , 3.00-3.10 (2H. m), 3.52 (3H, s), 3.60 (IH. d, J=13 
.9 Hz), 3.78 (3H, s), 4.06-4.36 (6H. m). 6.10 (IH, s). 6.38 (IH. d. J=2.5 Hz). 6 
.83-6.90 (IH, m). 6.96 (IH. d. J=8.0 Hz). 7.04-7.34 (lOH, m), 7.53 (IH. dd, J=2. 
5, 8.8 Hz), 7.74 (IH. d. J=8.8 Hz), 8.27 (IH, t, J=5.8 Hz). 8.35 (2H. brs). 

mmm4 9 

t rans-T-rJ^nn-l- (2. 2 -i^';^^;^^^;^) -5- (2-^h^i^-3 

- {3- [ (3-7x-;Urnt:;U) r$y] rn.i^^>^} 7x:i;^) -3- [2-^^ 
y-2- ( l-e'^ys;^-;!^) x^;P] -1 , 5-^'bHn-4, 1 -OV:t*-t-fe't: 
V-2 (3H) -:ty 

mmmssv'i^fzit^ (7 0ms) t\::^oi^y (lomg) 3&>4>. ^mMA I tm 

«!(CLT^fl:^%(2 0mg) im&M&tLX%t:. 

iH-NMR (DMSO-dg) (5:0.87 (9H. s), 1.30-1.62 (6H. ni) . 1.80-1.95 (2H, m) . 2.00-2.1 
5 (2H, m), 2.58-2.70 (3H, m) . 2.85-3.16 (5H, m), 3.33-3.47 (4H. m), 3.51 (3H, s) 
, 3.61 (IH. d. J=13.5 Hz). 4.05-4.17 (2H. m). 4.22-4.33 (2H, m), 6.09 (IH. s). 6 
.41 (IH. d, J=2.3 Hz), 7.10-7.33 (8H. m). 7.54 (IH. dd. J=2.3. 8.7 Hz). 7.76 (IH 
, d. J=8.7 Hz). 8.46 (2H. brs). 

msmso 

t rans-7-i?nn-l- (2, 2 -i^V^/Wrntf/P) -5 - (2-^h^>'-3 

- {3- [ (3-7x-7^rnt:;P) r^y] rn:t^^i^} 7x-;P) -3- [2-:t^ 
y-2- ( l-tr'^^>-'::.;P) xf-;P] -1 . 5-c^'bKn-4. 1 -^>'y:t^'!f-tf tr 
y-2 (3H) -:^y 2^gS^ 

^Jfifi?!l3 8Tf#3t^t;^ (1 0 0 mg ) t \^^yi/y- 1 -;<?;l^;K>'i^t e r t -r^ 
;UxXt-;^ ( 3 1 m g ) 3!^>/?> . IISfefi?!l4 1 1 mmi^Z LXmMit^m ( 9 0 m g ) Srilfeife 
^tLX'i^fz. 

iH-NMR (DMSO-ds) ^:0.87 (9H. s). 1.83-1.95 (2H. m). 2.05-2.16 (2H. m), 2.60-2.7 
8 (3H. in). 2.88-3.12 (9H, m). 3.45-3.74 (8H. m). 4.09-4.19 (2H. m). 4.22-4.32 (2 
H, m). 6.09 (IH. s). 6.42 (IH. d. J=2.5 Hz). 7.12-7.33 (8H. m). 7.55 (IH. dd. J= 
2.5. 8.8 Hz), 7.77 (IH. d, J=8.8 Hz). 8.70 (4H, brs). 

msmsi 

t r 1 - (2, 2 -i^V^;Urnt:;U) -5 - {2-^h^i^-3 

- {3 - [ (3-7x-/PrDtr;P) r^y] rai^^^^) 7xX7P) - 3- [2- (4 
-y^;P-l-tr'<7>^x;P) -2-:t^yxf-;^] - 1 . 5-i^'tFD-4. 1 -^y 
V:t^'»f-lftr>-2 (3H) -:t>' 2SKS 

^}£CT3 8T1#7^cT1#^>fl^'fl:^*S9 ( 8 Omg ) t N-y^/l-tf^^i^'y ( 3 1 mg ) 
*>^>. ^iSmihlpl^tlLT^^t'&ft (TOmg) ^mm^stLX'i^fz. 
iH-NMR (DMSO-de) (5:0.87 (9H, s). 1.82-1.98 (2H. m) . 2.03-2.20 (2H. m), 2.58-3.1 
3 (15H. m). 3.36-3.43 (2H. m). 3.51 (3H. s) . 3.62 (IH, d, J=13.9 Hz). 4.06-4.35 
(6H. m), 6.10 (IH. s). 6.42 (IH, d, J=2.5 Hz), 7.11-7.35 (8H. m). 7.55 (IH. dd. 
J=2.5. 8.8 Hz). 7.77 (IH, d. J=8.8 Hz). 8.74 (2H. brs). 10.59 (IH. brs). 

mm52 

t rans-7-^nn-l- (2, 2 -i^Vf-Z^rntVU) (2-^ h^>'-3 

- {3- [ (3-7xX7^rDt^/p) r^y] yaT^^^ti^) 7xx/u) -3- [2- (4 

-^;l.;t:xy;^) -2-^^yx^/W] -1 , 5->-'bFn-4. 1 -'^yy^JT^rif-if tf 
y~2 (3H) -:t> 

mm,m3sx^i%rzit^ (80mg) ftji^^^vy ( i ims)^>^. mmm4itm 
mizixmmit^m (eoms) irm&^^t Lxntz. 

iH-NMR (DMSO-de) (5:0.89 (9H, s). 1.74-1.80 (2H. m). 1.83-1.96 (2H. m). 2.0^2.1 
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7 (2H. ■). 2.60-2.80 (3H. n). 2.89-3.12 (5H, m). 3.35-3.70 (lOH. m), 4.07-4.20 ( 
2H, n). 4.24-4.35 (2H. 6.10 (IH, s), 6.43 (IH, d. J=2.5 Hz). 7.12-7.35 (8H, 
m), 7.56 (IH. dd. J=2.5. 8.7 Hz), 7.78 (IH, d, J=8.7 Hz). 8.53 (2H. brs). 

trans-2- [l-^yDn-l - (2, 2 ->^;^-^;Uroir;U) -5- 

{3- [ (3-7x::i;Urntr;P) T$y] rn.tr^ri^) -2-:t^ 
2. 3. 5-'rh^bHn-4, 1 -^>'^/:t^'9-fc:e>'-3->f -N- ( 

mmmSSV^fzit'^ ( l OOmg) i:4- (T^y^^fU) }::^V'Jy-l-:^Jl^ 
inym t e r t - y^f]^X.X^)U ( 3 5 m g ) **^> . ||iS«4 1 i: l^fttC LX^it-^m 
(9 0mg) SrlifeSafc LT^§7^^• 

iH-NMR (DMSO-dg) ^:0.87 (9H, s), 1.18-1.35 (2H, m). 1.56-1.78 (3H, a), 1.86-1.9 

8 (2H, m). 2.06-2.18 (2H, b). 2.55-3.68 (4H. n). 2.72-3.10 (8H. m), 3.16-3.27 (2 
H. n), 3.52 (3H. s), 3.59 (IH, d, J=14.0 Hz), 4.08-4,18 (2H, m) , 4.22-4.32 (2H, 
n), 6.09 (IH. s). 6.38 (IH, d. J=2.5 Hz). 7.05-7.34 (8H, n), 7.54 (IH. dd, J=2.5 
, 8.8 Hz), 7.74 (IH. d. J=8.8 Hz). 8.04 (IH. t. J=5.9 Hz). 8.78 (4H, brs). 

trans-3-[2-(l,4' -b'tT^U i^'^- 1 * ->f;P) - 2 -^^rVXf-yP] 
-l-^aa-l - (2. 2-i^^f-;^rDtr;U) -5- ( 2-> h^^rS^- 3- {3- [ 
(3-7x^/l/rntr;P) r^y] rn.1t^i^} 7x:::;^) -1 , 5->^'tFu-4, 1 
-^yY^^^'^\^y-2 (3H) -yfy 2iSB!S 
m&mSST'i^tiit^ ( 90mg) tN- (4-t:^';£/y ) tr^'Ji^V (25mg 

) f)^h . mmm4 1 1 wimz txmmit^ ( ? 5 m g ) ^a^i^^t Lxi%fz. 

iH-NMR (DMSO-ds) ^:0.87 (9H, s), 1.22-2.20 (14H. n), 2.59-3.12 (13H. ■), 3.28-3 
.40 (2H. ■), 3.51 (3H. s), 3.62 (IH, d. J=14.0 Hz), 4.00-4.47 (6H. b), 6.09 (IH. 
s). 6.41 (IH, d. J=2.2 Hz), 7.12-7.33 (8H. m), 7.55 (IH. dd, J=2.5. 8.7 Hz), 7. 
76 (IH. d, J=8.8 Hz). 8.77 (2H. brs). 9.98 (IH. brs). 

mmmss 

t rans-N- (2-r$yxf^;U) -2- [7-:^^OQ-l- (2, 2-i/'>^;Pr 

at:;u) -5- ( 2-;>^ h^^ri^-s- { 3- [ ( 3 -7x-;prot:;^) r$y] rD;K 

^rv-} :7x:i;U) -2-":t^y-l . 2, 3, 5-xh7tHD-4. 1 -^>'y?^^1f 
-^fb:>'- 3-^/1^] T-fe hT 5 K 2tgBriB 

mStmSSX-ntiit^ (lOOms) tN- (2-T$yx^;U) *;P>'N^$Vl!te 
rt-rf';ux;7.x/u (2 7mg) :<?-^>. ^M4 1 tlSI^tcLT^^k^ft ( 7 5mg 

iH-NMR (DMSO-ds) 5:0.87 (9H, s). 1.84-2.00 (2H, m), 2.05-2.20 (2H, ■), 2.5M.7 
0 (4H. n), 2.75-2.96 (4H, a). 3.0O-3.11 (2H, a). 3.18-3.30 (2H, a), 3.52 (3H, s) 
. 3.60 (IH. d, J=14.0 Hz), 4.07-4.34 (4H. a). 6.09 (IH. s), 6.40 (IH. d, J = 2.1 
Hz). 7.06-7.34 (8H. a). 7.54 (IH, dd. J=2.1. 8.7 Hz). 7.75 (IH. d, J=8.7Hz), 8 
.23 (IH. t, J=5.5 Hz). 8.27 (5H, brs). 

Uteris 6 

t rans-N- ( 3 -T $ yroe;P) -2- [7-:^'nn-l- (2. 2->-'-X^;l^ 
rntr/U) -5- (2-^h^>'-3- {3- [ ( 3 - 7 x-zurof ;P) T^/] rn 
^tf^i^} :7xx;l.) -2-:t^y-l. 2, 3, 5-xh7tHu-4, 1 

Hf-ifev-3->f;p] r-febT$h' 2aKS 

IIJfeWl3 8T'^;^w>ffc'^ ( 1 OOmg ) tN- ( 3-T$yrntr;^) ;^?;P>'\'a VKt 
e r t - :r^;l.x;^x;U ( 2 9 m g ) . IIS6W4 1 LXmMit^ (90m 

g) Sr^iaea^: LT^:^. 

iH-NMR (EWSO-dg) (^:0.87 (9H. s). 1.60-1.73 (2H. a), 1.84-1.98 (2H. a). 2.05-2.6 
8 (2H. a). 2.53-2.68 (4H. a). 2.70-2.80 (2H. a). 2.85-2.95 (2H. a). 3.00-3.13 (4 



t 
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H. n). 3.52 (3H, s). 3.59 (IH. d, J=13.9 Hz). 4.02-4.32 (4H, m) » 6.09 (IH, s). 6 
.40 (IH. d, J=2.5 Hz). 7.07-7.33 (8H, m). 7.54 (IH, dd. J=2.5. 8.7 Hz), 7.74 (IH 
, d. J=8.8 Hz). 7.84 (3H. brs). 8.13 (IH. t. J=5.8 Hz). 8.60 (2H. brs). 

t rans-3- [2- ( 4 -T $ 1 -tT'^lf i/:::;!^) -2-*^ryx^;U] -7- 
^nn-l~ (2, 2~>^^^;urntr;l') - 5-(2-^h^v'-3-{3-[(3- 
7x-;prDtr/u) T^y] rn.-K^v'} 7x-;^) - 1 . 5-i^'tHn-4. i-^y 

y:t^Hf-fe:fc:>'-2 (3H) -:tV 2mSm 

mmms s-cit TtfL-^ ( i o o m g ) t tf^'j >^y- 4->(}U:^fw<^ ym e r t 
-y^;^x;:?.f-;i. ( 3 3mg ) 3{?-^>. mnm4 1 t^mizLxmmit^m aoms) ^ 

iH-NMR (DMSO-dfi) ^:0.87 (9H. s). 1.18-1.51 (2H. m). 1.79-1.97 (4H. m). 2.02-2.1 

7 (2H. m), 2.56-2.74 (4H. m). 2.84-3.25 (7H. m), 3.51 (3H. s). 3.62 (IH, d, J=12 
.6 Hz). 3.89-4.01 (IH. m). 4.08-4.33 (5H. m). 6.08 (IH. s). 6.42 (IH, d. J=2.2 H 
z), 7.10-7.35 (8H. m), 7.54 (IH. dd. Js=2.5. 8.8 Hz), 7.76 (IH. d. J=8.8 Hz). 8.1 
0 (5H, brs). 

t r ans-7-:^on-3 - [2- (1, 4 - vT-feVN-y- 1 /P) 

-1- (2. 2->-'^^;PrneyP) -5- (2-;<h^i^-3- { 3 - [ (3- 
7x::l/^rDtr;^) r$y ] rD;K=5r>'> 7xr:;^) - 1 . 5->''bHc7-4. 
Y:^^^^^h'y-2 (3H) -^y 21gS!^S 

mmmssTntzit-^ ( 1 0 omg ) 1 1 -^^^ t-^^s/'y^/i^^^yet e r t-r 

^;l.xXf-;K3 3mg) ;&*i?>. IUfe0!l4 1 fc[Sl«(CLT^>ft^!ft ( 9 Omg ) SrAcfe 

iH-NMR (DMSO-de) ^:0.87 (9H, s). 1.80-2.18 (6H, m), 2.58-2.75 (3H. m). 2.86-3.2 

8 (9H. m). 3.40-3.80 (8H, m). 4.08-4.35 (4H. m). 6.10 (IH. s). 6.42 (IH. d. J=2. 
5 Hz). 7.12-7.34 {8H. m). 7.55 (IH. dd. J=2.2. 8.7 Hz). 7.77 (IH. d. J=;8.7 Hz). 
8.78 (4H. brs). 

trans-2- [7-:;'nn-l- (2. 2 -ix^^/l^rnf/U) -5- (2-;<h^ 
£/-3- {3- [ (3-7x-;Prntr;P) r^y] raifi^i^) 7x-;U) -2-:^^ 
y~l. 2. 3, 5-fS7tHQ-4, l-'<yy:+^f't-feft^>'-3-^/U] -N- ( 

tr^us/':x-4->r;^) r-fehr^ h 2J^Ki^ 
m&msax^iitzit^ (100ms) t4-r^/\::^0i^y-i-:^^u^^ywi t 

e r t -7^^;l.x;:^f /l- ( 3 3mg ) i)^^. 1 i:l«imiLT^'(t^!|^ ( 7 0 

mg) S:*feiga^B^LTftfCo 

iH-NMR (DMSO-de) (^:0.87 (9H, s), 1.46-1.63 (2H, o). 1.77-1.97 (4H, m), 2.04-2.1 
8 (2H. m). 2.52-2.69 (4H, m). 2.86-3.11 (6H, m). 3.17-3.28 (2H. m). 3.51 (3H. s) 
, 3.59 (IH. d, J=14.0 Hz), 3.72-3.85 (IH. m). 4.08-4.34 (4H. m). 6.09 (IH. s). 6 
.38 (IH, d, J=2.5 Hz). 7.05-7.34 (8H, m) . 7.54 (IH, dd. J=2.5, 8.7 Hz), 7.74 (IH 
, d. J=8.8 Hz). 8.12 (IH, d. J=7.5 Hz). 8.69 (4H. brs). 

mmeo 

trans-N- { [7-:7Dn-l- (2, 2 - -^/PT* n f/U- ) - 5- ( 2 h 
{3- [ (3-7x-;urnt:;l/) T^/] ra.-K^i^} 7x:i;U) -2-:t 
^y-1, 2. 3, 5-xb7bKo-4. 1 -^Wit^Hf-lf tV- 3 ->f /U] T-fe^ 

mmmSST'i^fcit'^^ ( 1 OOmg) h^^J>'>'t e r t-y^;UXXf;^SB!S ( 
2 8m g )**/?> . ^Sfei5lJ4 1 1 |i|«tcUTaHfl:-&!B3 ( 8 0 m g ) SrMfeSafc LX%t: 
♦ 

iH-NMR (DMSO-de) ^•:0.87 (9H, s). 1.80-1.94 (2H. m). 2.00-2.3 (2H. m). 2.58-2.7 
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0 (4H. m), 2.85-2.95 (2H. a), 3.00-3.10 {2H, m). 3.31 (3H. m). 3.59 (IH. J=17.0 
Hz, d), 3.70-3.82 (2H, n). 4,00-4.19 (2H. m). 4.22-4.34 (2H. m). 6.08 (IH. s) , 6 
.39 (IH. d. J=2.3 Hz), 7.10-7.24 (8H. m). 7.53 (IH. d, J=8.8 Hz). 7.74 (IH. d. J 
=8.8 Hz). 8.26 (0.35H. t. J=5.4 Hz). 8.39 (0.65H, t, J=5.9 Hz), 8.50 (2H, brs). 
^^6 1 

trans-2- (7-^on-5- { 3- [3- (x^f-;ur$y) rn.if^£/] -2 

- 1 - ( 2. 2-i^';^f';urntr;P) -2-^^y- 1 . 2. 3, 

##fi?il OT^^^C-ft^ ( 1 5 0mg) tSm^'J^Ms (187mg) cOi^'^f'/U:?^;^ 
AT^K (5ml )SJi^t^. 3- (>-'p<^;Pr^y) rne/l^r^^n'JKSB® (5 Im 

y::. S§S:r;P^"f:;'Dvhi/^:7>f-T'SSLT*lfea4«*i (9 0mg) i%f:,. ci^o 
(9 0mg) COffiYb^f-Uy (3ml ) ^(C. 1 S^X-r^HtSSr ( 0 . 5m 

1 ) SrSni. MS-C5^^fa««^L:t^ RlB?Sr«ETiRffiL. 'i^hixtz^^^^^^V 
v-i^-xf^/px— r;l^>4>SSft;S'ti:T. aS^fL-^ifij (80mg) Srf^gHfe^B^Bfc LT# 

iH-NMR (DMSO-dg) ^:0.88 (9H. s). 2.05-2.20 (2H, b), 2.56-2.65 (2H. ■). 2.79 m 
, s). 3.3-3.27 (2H. m). 3.53 (3H. m), 3.60 (IH. d, J=14.0 Hz), 4.05-4.40 (6H. n 
). 6.09 (IH, s). 6.37 (IH. d, J=2.4 Hz), 7.00-7.09 (IH, a). 7.10-7.23 (4H, a), 
7.28-7.37 (2H. m), 7.54 (IH. dd, J=2.4, 8.7 Hz). 7.74 (IH, d. J=«.8 Hz). 8.47 (1 
H, t. J=5.8 Hz). 9.82 (IH. brs). 

trans-2- [7~:^no-l- (2. 2 - i^'^ f-zl-rn tfyP ) -5- 

[2- ( l-trayi;x;P) xh^i^] 7xX;P} -2-^^7-1. 2. 3. 
5-'rh7tHo-4. l-'<>'y:t^1f-Jft:>'-3-^;U] -N- (2-7;P:tD^>' 

0-«t?tfl:'^ ( 1 50mg) hi- (2-:?^nnx^;U) tfoUS;^>'Sl!fi 
(54mg) *^ii>. Ilift«?i6 1 hmmzLxm^^-^ ( 1 0 3mg) Sr?gS|lfeiSftfc L 

iH-NMR (DMSO-de) ^:0.88 (9H, s). 1.80-2.12 (4H, a). 2.66-2.70 (2H. a). 3.03-3.2 
1 (2H, a). 3.50-3.71 (8H. a). 4.15-4.47 (6H. n). 6.10 (IH, s), 6.38 (IH. d, J= 
2.4 Hz), 7.04-7.38 (7H. a). 7.54 (IH. dd, J=2.4. 8.7 Hz). 7.75 (IH. d. J=8.8 Hz) 
. 8.47 (IH. t, J=5.8 Hz), 10.05 (IH, brs). 

trans-2- [7-:^nn-l- (2, 2 -S^'y^/Uroe/l.) -5- {2-yh^ 
3- [3- {A-^^)V-l-y::^yi;=L)V) rnd^^i^] 7xx;U} -2-:t=^y 
-1. 2. 3. 5-xb7bHo-4. 1 -^vy:t^^f-fe:t:>— 3-^;H -N- ( 2 

##011 OT^/c^L-^ ( 1 OOmg) tl - (3-:;^QU7"oe;U) -4-.X^;Ptr 

'<7>^>'2aKa (54mg) mmmeitmmzLxmmit'^ooms) ^ 

iH-NMR (DMSOdfi) <^:0.88 (9H. s). 2.05-2.25 (2H. a), 2.62-2.66 (2H. a). 2.70-2.9 
0 (2H. a). 3.00-3.80 (15H. m). 4.07-4.39 (6H. a). 6.09 (IH. s). 6.38 (IH, d. J=2 
.5 Hz). 7.02-7.08 (IH. m) . 7.12-7.20 (4H. m), 7.Z7-7.37 (2H, a), 7.54 (IH, dd, J 
=2.5. 8.8 Hz). 7.74 (IH. d. J=8.8 Hz). 8.46 (IH, t. J=5.7 Hz). 

trans-2- (7-:^oo-5- { 3 - [2- (^^'^^/l-T^y) xh^rS^] -2- 
^^h^v-^x-ZU) -1- (2, 2-S/^^^;Pral:r;W) -2-:t=3ry-l . 2. 3. 5 
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1 0 T^^^^^t-gl^ (150mg)i:2-(x;< ^JUT $ y ) xf*;U Kigffi 
^ (54mg) **/^>. HM^Je (73mg) SrHfeSfai: UT 

iH-NMR (DMSO-dfi) :0.8a (9H, s), 2.56-2.70 (2H. m). 2.86 (6H, s), 3.48-3.65 (6H 
, m), 4.13-4.47 (6H. m), 6.10 (IH, s), 6.38 (IH. d. J=2.5 Hz), 7.08-7.26 (5H, m) 
, 7.28-7.37 (2H, m). 7.54 (IH. dd, J=2.5. 8.7 Hz). 7.75 (IH. d, J=8.8 Hz). 8.47 
(IH. t, J=5.7 Hz). 9.80 (IH. brs). 
##{^1 3 

(3-<yi^VP:t^i/'-2-^h^v':7x-;u) - [5-^^00-2- (2. 4-'J:^ h 

m^m5X^i%fzit^(5. 9 5g) t2. 4->?P<h^v'^yXT;PTtK (2. 8 

1 g) ^metwimizLxmBit^ie. sog) ^m&s^ttxnt:. 

iH-NMR (CDCI3) ^:3.10 (IH, brs), 3.76 (3H, s), 3.77 (3H, s), 3.80 (3H, s). 4.24 
(2H, s). 5.12 (2H, s). 5.26 (IH. brs), 6.02 (IH. s). 6.37 (IH. dd. J=2,3. 8.3 H 
z), 6.43 (IH, d, J=2.3 Hz). 6.59 (IH. d, J=8.8 Hz). 6.85 (IH. dd, J=1.9. 7.4 Hz) 
, 6.93-7.10 (5H. m). 7.29-7.48 (5H. m). 
##0!ll4 

[5- (3-^yx>5rdfi^-2-;<h^v7x:::.;P) -7-:^^nn-l- (2. 4->? 
pCh^i^^yi^VU) -2-^^y-l, 2. 3. 5-xh^bHn-4, 1 -^yY^^ 
^fHftry-3--f;P] »K X^yP-XX-r/P (cis/trans=l/8. l^^m 
) 

^mi3Tntzit^m(6, SOg) t (E) -4-:J^OD-4-:t=5ry"2-rf- 

iAmstLxmz. 

iH-NMR (CDCI3) ^:1. 18-1.30 (3H. m). 2.78 (IH. dd. J=5.9. 16.5 Hz), 3.09 (IH, dd 
. J=7.7. 16.5 Hz), 3.27 (2.7H. s). 3.32 (0.3H, s). 3.65 (2.7H .s). 3.66 (0.3H, s 
). 3.72 (2.7H. s). 3.75 (0.3H. s). 4.05-4.17 (2H. m). 4.81 (IH. dd. J=5.9. 7.7 H 
z). 4.89 (IH, d, J=15.0 Hz), 5.08 (0.2H. s) , 5.10 (1.8H, s), 5.44 (IH, d. J=15.0 
Hz), 5.97 (IH, s). 6.35-6.45 (2H. m). 6.55 (IH. d. J=1.9 Hz), 6.92-7.00 (IH. m) 
. 7.04-7.19 (2H. m). 7.22-7.43 (8H. m). 
5 

trans-[5~ O-Ky'JfU:^^'^- 2-:^ h^i^7xx;u) -7-:7an-l - 
(2. A-i^Mh^i^^yJjU) -'2-:i'^V-'l , 2, 3. 5-Tb5bHn-4. 1 

-^>'r:t^-^f-t:tf>-3->f;n mm 

^mi4x^i%fzit^(7. 90g) *-4>. m^mstmmi^zLx^it^ {5 . 

4 5g) i:m^^BtLXmz. 

iH-NMR (CDCls) ^:2.88 (IH, dd, J=4.9, 16.4 Hz). 3.12 (IH. dd, J=7.5, 16.4 Hz). 
3.27 (3H, s), 3.67 (3H, s), 3.75 (3H, s). 4.42 (IH, dd, J=4.9. 7.5 Hz). 4.88 (IH 
, d, J=15.0 Hz), 5.10 (2H, s). 5.47 (IH. d, J=15.0 Hz). 5.97 (IH, s), 6.35-6.46 
(2H, m). 6.58 (IH, s). 6.95-7.01 (IH. m), 7.08-7.47 (lOH. m). 
##01116 

trans-2- {5 - [3 - i^y'Jjl':^^'^) - 2-^ h^i^y j:=-JU1 - I—^XD 
n-1- (2, 4-xy h^fX^i^VP) -2-:t^y-l. 2, 3. 5-xh7bHn 
-4. l"^>'y:t^-»f-lfey-3— f;P} -N- (2-7/^:tD'<VS^>) T-thT^ 

##0111 SX^^tzit^ (5. 44g) h2-7;U:tD^yx/PT^y ( 1. 32g) 

t-^. ##0119 tmrni^zLxmrn^t-^mis. eog) ^m&m^Bttxnti. 

iH-NMR (CDCI3) <?:2.71 (IH. dd. J=6.1. 14.3 Hz), 2.91 (IH. dd. J=6.9, 14.3 Hz), 



(94) ^H2004-331659 (P2004-331659A) 



3.23 (3H, s), 3.65 (3H, s). 3.73 (3H. s), 4.37-4.60 (3H. m), 4.83 (IH, d. J=14.9 
Hz), 5.09 (2H. s). 5.46 (IH. d, J=14.9 Hz). 5.% (IH, s). 6.28-6.42 (3H, a). 6. 
53 (IH. s). 6.93-7.40 (15H, m). 

trans-2- (2. 4 -i^'^ h^S^KVi^VP) -5- (3-\i]^ 

n^£^-2-^ h^r>':7x-;P) . 2, 3. 5-7^b^bKn-4. 1 

1 ex^i^fzit^ ( 2 . 0 0 g ) *^i^>. ##fi?« 1 ot^mi^zLxmmit^ ( i 

. 7 3 g ) ^ilfe^B^B^ LT^#7t.% 

iH-NMR (CDCI3) ^:2.71 (IH, dd. J=6.2, 14.4 Hz), 2.91 (IH, dd, J=6.9, 14.4 Hz), 
3.00 (3H, s), 3.63 (3H, s). 3.76 (3H. s). 4.38-4.59 (3H, m). 4.80 (IH, d, J=14.8 
Hz), 5.41 (IH, s), 5.51 (IH, d. J=14.8 Hz), 5.89 (IH, s), 6.30 (IH. t. J=5.7 Hz 
), 6.37-6.42 (2H, n). 6.61 (IH. d. J=14.8 Hz). 6.90-7.38 (lOH. 0). 

mmmes 

[3- (3- [T-^OD- 1- (2. 4-'J:<h^i^'<^>-JfU) -3- [ (2-7;!/:t 
a^yi^jU/jlUJ<=e^/U) ^^jU^i -2-:^^V-l. 2, 3, 5-xh^tKo-4, 

K t e r t - r ^;PX>^7"/P 

^miivntzit-^ {1. 68g) t^mmiiT'i^tiit^ (0. 9 5g)*^^ 

. liaifiHIltl^lRtcLT^^ft^d. 98g) 2:^tfe?i:KJ85t LT^^. 
iH-NMR (CDCI3) ^:1.42 (9H. s). 1.92-2.03 (2H. ■). 2.71 (IH. dd. J=6.1, 14.3 Hz) 
, 2.91 (IH. dd. J=6.9. 14.3 Hz), 3.20 (3H. s). 3-23-3.36 (2H. m). 3.66 (3H, s) . 
3.75 (3H, s). 4.00-4.05 (2H, m), 4.36-4.57 (3H, m), 4.74 (IH. brs). 4.84 (IH. d. 

J=15.0 Hz). 5.43 (IH. d. J=15.0 Hz). 5.95 (IH, s). 6,29-6.41 (3H. a). 6.52 (IH. 

s). 6.86-7.35 (lOH. u). 

mmmee 

trans-2-[5-[3 - ( 3 -T $ /ro.-K^i/) - 2 b^i^7x-;P] -7 

-^xjn-l- (2, A-i^^h^i^Kyi;^;]^) -2-^^y-l. 2, 3, S-^rhy 
bHn-4. l-<:^y:t^'9"-iftf>^-3->f;P] -N- ( 2-7;^:tn^yi/^;I/) T-lr 

mmme 5T^i%fz<t^ ( i . e o g ) *-^>. mmi2t^miztxmm<t^ ( i . 
4 7 g ) irm^&b txmz. 

iH-NMR (DMSO-dfi) d: 2.00-2.10 (2H, a). 2.60-2.77 (2H. a), 2.90-3.00 (2H. a). 3. 
10 (3H, s). 3,66 (3H, s), 3.71 (3H, s). 4.03-4.13 (2H, o), 4.19-4.40 (3H, a), 4. 
78 (IH, d. J=14.8 Hz), 5.49 (IH. d, J=14.8 Hz), 5.83 (IH. s), 6.29 (IH. d, J=2.2 

Hz). 6.41 (IH, dd. J=2.2. 8.3 Hz). 6.52 (IH, d. J=2.0 Hz). 6.99 (IH, dd. J=2.0. 

6.8 Hz). 7.06-7.23 (5H. a), 7.27-7.36 (2H, a), 7.50 (IH, dd, J=2.3, 8.7 Hz), 7. 
65 (IH. d. J=8.7 Hz). 7.87 (3H. brs). 8.49 (IH, t, J=5.8 Hz). 

trans-2- [7-:?on-l- (2, h^i^^yJ/]^) -5- (2-^h 

{3- [ (3-:7x^;^rotr;w) T^y] ra.lf^S^) ^x-zU) -2-5!- 
=^y-l. 2, 3. 5-7^h^bHo-4, l-^yY:^^'^'^\::y-3->^fU']''l^'- 
(2-7;U:tDO£/';P) T-trhr^ H 

eX'^^fzit'^ { 1 . OOg) i:3-7x-y^r^y^•-^-/K l 84mg) i)^ 

fe, mmm3bmmi,zLxmmit^(27 0ms) irm&s&tLxmz. 

iH-NMR (DMSO-dg) a : 1.83-1.% (2H, m) , 2.02-2.14 (2H. m), 2.60-2.78 (4H, m). 2. 
85-2.% (2H. a). 3.00-3.08 (2H, a). 3.10 (3H. s), 3.66 (3H. s). 3.70 (3H. s). 4. 
05-4.15 (2H, a). 4.20-4.40 (3H. a). 4.88 (IH. d, J=14.9 Hz). 5.49 (IH. d. J=14.9 
Hz), 5.83 (IH. s), 6.29 (IH. d. J=2.3 Hz), 6.40 (IH. dd. J=2.3. 8.5 Hz), 6.50 ( 
IH. d, J=2.2 Hz). 7.04 (IH. dd. J=2.2. 6.9 Hz), 7.05-7.22 (8H. a). 7.23-7.36 (4H 
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. m), 7.49 (IH, dd, J=2.5. 8.7 Hz). 7.65 (IH, d. J=8.7 Hz), 8.49 (IH. t. J=5.8 H 
z). 8.62 (2H, brs). 

mmis 

n-2-:4-^V-l. 2. 3, 5-xh7tKo-4, 1 -0'y*^'t-tftf>'-3~>f 
6t1f7t'fb^?5!l ( 7 2 5mg ) COT^ h ^ (12ml) tKJ^Ts 5§K 

-feU'^Ar:^^-'^^ (1. 64g)o*(3mi )mmitni. mMTsoiimmL 

iH-NMR (CDCla) 2.70 (IH. dd. J=6.8. 14.9 Hz). 2.89 (IH. dd. J=6.0. 14.9 Hz), 
3.66 (3H. s). 4.37-4.53 (2H. m). 4.63 (IH. dd, J=6.0. 6.8 Hz). 5.12 (2H. s). 6. 
20 (IH. s), 6.30 (IH. t. J=5.7 Hz). 6.68 (IH. d, J=2.3Hz). 6.98-7.48 (14H. m). 
8.01 (IH. s). 
##«19 

t rans-2- {5- [3- «y'J/}^:t^i^) - 2 h'^i^^x-zH -7-^\:t 
Q_l„;^^;^_2-:t^y-l . 2, 3. 5— fh7fcHn-4. l-^yY:^^^-^ 
l^y-S—Y/H -N" (2-:7;P^a^>5/;P) T-febTSH 

1 ST'i^tzit^V!^ ( 4 1 0 m g ) tmm:^ U A ( 4 9 3 m g ) 
i.T5 H ( 1 5m 1 ) SSJKtC3'>>ftX^;K3 0 4mg) ^Joi. 6 0-CT'2 0^HSi 

fife. ^*«[l!V:/^^S^^i.T-|E^L. METii^tT^v:. S$l:x>J^y/^:^ovh^^7 

-TSiSL-c^s^b^a ( 4 2 0 m g ) im&mmit txmz. 

iH-NMR (CDClg) ^: 2.70 (IH. dd. J=6.3, 14.4 Hz). 2.88 (IH. dd. J=6.7. 14.4 Hz). 
3.49 (3H. s), 3.61 (3H. s). 4.39-4.59 (3H, m) , 5.12 (2H, s), 6.00 (IH. s). 6.30 
(IH, t. J=5.6Hz). 6.63 (IH. d, J=2.4 Hz). 6.98-7.13 (5H. m), 7.16-7,48 (9H, m> 

##ffl2 0 

trans-2- [T-rJ'nn-S- ( 3-t Hn^v-2-p« h^rS^^x-;^) -1- 
^^;P-2-:i-^y-l , 2. 3, 5-f-h7bKn-4. 1 -<vy:t=3r-9"-fe't:V" 3 

m^m 1 9 vntzit^ ( 4 2 0 m g ) . i o t mmi^z trmmit-^ ( 2 

8 0mg) im&^^BtLX^Z. 

JH-NMR (DMSO-de) ^: 2.62-2.81 (2H, m) . 3.42 (3H. s). 3.46 (3H. s), 4.17-4.38 (3 
H, m). 5.80 (IH, s). 6.45 (IH. s). 6.86-7.05 (3H. m), 7.10-7.20 (2H. m). 7.26-7. 
36 (2H. m). 7.57-7.61 (2H, m). 8.49 (IH. t. J=5.8 Hz). 9.56 (IH, s). 

mmmes 

[3- (3- [7-'^V3U-3- [ {2-y)l':tuKyi^)]^^jW<^-^ fU) -1 
-;<^;l/-2-:?r^y- 1 . 2, 3, 5— rh7bHn-4. 1 -^W:i■=ar^f-tfey- 
5->^;^] -2->h^i^7xy^i^) rnt;H j^/U^N'^yl! tert-:r^;uxx 

^m2 0co1j^X^i%fzit^ (280mg) t^Ml ITmzit^m ( 1 65mg 
) . 1 2 1 IrISCC LT^^b'&it*! ( 3 7 0 m g ) t LX^fz . 

iH-NMR (CDCI3) ^' 1-42 (9H, s). 1.92-2.05 (2H. m), 2.70 (IH. dd, J=6.4, 14.4 Hz 
). 2.88 (IH. dd. J=6.7. 14.4 Hz). 3.25-3.40 (2H, m). 3.48 (3H, s). 3.57 (^, s). 
4.04-4.3 (2H. m). 4.40-4.58 (^. m). 4.90 (IH, brs). 5.99 (IH. s). 6.35 (IH, t 
. J=5.8 Hz). 6.62 (IH, d. J=2.3 Hz). 6.92-7.12 (5H, n). 7.18-7.40 (4H. m). 

^me9 
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trans-2- (5- [3~ (S-T ^ yTaTt^^i^) - 2 x-;P] -7 

^-»f-iffc:y-3~'<;W} -N- {2-yjU:^uKyi^}i^) r-febr5K SB® 

^g|6 8Ttf/c^t;^ (37 0mg) :^*^>. |IMlC?l2 tl^atrLT^Sfl:^ ( 2 7 
Omg) SrfifiBat LT^Jto 

iH-NMR (DMSO-de) 97-2.10 (2H, m), 2.59-2.73 (2H, m). 2.90-3.01 (2H, n), 3.4 
3 (3H, s). 3.50 (3H. s). 4.05-4.37 (5H. m), 5.83 (IH. s). 6.43 (IH, s), 7.04 (IH 
. dd, J=2.4. 7.9 Hz), 7.10-7.21 (4H, m), 7.25-7.37 (2H. «). 7.54-7.63 (2H. n). 7 
.84 (3H, brs). 8.50 (IH, t, J=5.9 Hz). 

mtmio 

trans-2- [l-^axj-S- ( 2-;^h^>'-3- {3 - [ (3-7x~;Prn 
f;P) r^y] ro.-K^v-} :7x:^;P) -l-;><f';P-2-5r:?fy-l. 2. 3. S-f- 
l-^>'y:t^1f-fc:tr>'-3->f;^] -N- ( 2-7;P5rn'<;>'i^>) 

m&m6 9X^^tiit'^ ( 1 9 Omg) i:3-7x-;urn>'N"^-;P (4 3mg) t^iy 
. ^i£0»3i:|^:mt;iLT^fl:'^ (1 0 Omg ) ^m^^st LXnti. 
iH-NMR (DMSO-de) ^:1. 85-1. 94 (2H, m), 2.02-2.13 (2H, n), 2.57-2.73 (4H, m). 2.8 

6- 2.% (2H, m). 3.00-3.10 (2H. a). 3.43 (3H, s), 3.49 (3H, s), 4.07-4.40 (5H. n) 
. 5.83 (IH, s), 6.43 (IH. s), 7.02-7.37 (12H, m), 7.55-7.63 (2H, ■), 8.40 (2H. b 
rs), 8.47 (IH, t. J=5.9 Hz). 

t rans- [5- (3-^y'J)Uyt^i^-2-;< h^i^y -l-^na-l- 
(2. 4-i^:^h^i^^yi^JU) -2-yir^V-l , 2. 3, 5-f-h^fcHn-4, 1 

^miSTntz^t^ (2. OOs) tmt^V^M. {2, 2 3g) Ov^^^/U:^;^ 

H (20m 1 ) mmmf^zB^it^^ji^ (0. 9 2g) iMt. mi^v2ommm 

vn^LXmrnit^ ( 2 . 0 0 g ) Sr^?ft4^!t*5t Ltft/c. 
iH-NMR (CDCI3) ^:2.80 (IH. dd. J=5.9, 16.5 Hz), 3.11 (IH, dd, J=7.8. 16.5 Hz), 
3.27 (3H, s). 3.66 (3H. s), 3.68 (3H, s). 3.75 (3H. s). 4.48 (IH. dd, J=5,9, 7.8 
Hz). 4.90 (IH. d, J=15.0 Hz). 5.10 (2H. s). 5.44 (IH, d, J=15.0 Hz), 5.97 (IH. 
s), 6.38-6.44 (2H, n). 6.55 (IH. d. J=1.8 Hz), 6.98 (IH. dd. J=1.8. 7.8 Hz), 7.0 

7- 7.18 (2H. m). 7.22-7.45 (8H. n). 
##fl?!2 2 

trans- [5- {3~^yi^;U:t'^i^-2-M h^S/'^x-/^) -7-^nn-2- 
::r^y-l, 2. 3, 5-xh5tHD-4. 1 -^>'y':t^1f-fe't:>'- 3 ->f 7P] 

##«2iT#^fl:'&!B5 (2. GOg) **/5>. ^^istmmzLxm&it^ ( 1 

iH-NMR (CDCI3) <^:2.82 (IH, dd. J=6.7. 16.3 Hz). 3.06 (IH. dd. J=6.7, 16.3 Hz), 
3.63 (3H. s). 3.70 (3H. s). 4.67 (IH. t. J=6.7 Hz). 5.14 (2H. s), 6.24 (IH. s). 
6.70 (IH. d. J=2.3 Hz). 7.00-7.17 (4H. m). 7.23-7.47 (6H. m). 9.09 (IH. s). 
##W2 3 

trans- [5- ( 3 -^VS^VPit^S^- 2 h^i^^ x-;P) -7-^no-3- 
(2-;^h^i^-2-^^yx^;P) -2-:t^y-2. 3-i^'tKn-4. 1 -^vy 
pj-^lf-eey- l(5H)->f;U]SK tert -r^;UX>CT'/U 

##fi?l2 2TWc^t^ ( 1 . 0 7 g ) i: rn^eitSt e r t -^f^/Wx^t.^/^ ( 0 . 
6 5g) 3&-4>. #*fi?il9tl«l«(Ct'C^fll^ (1. 32g) S:gJS«fe«6«!B5fc tT 
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iH-NMR (CDCla) ^:1.47 (9H. s), 2.81 (IH, dd, J=6.2, 16,6 Hz). 3.06 (IH, dd. J=7 
.4. 16.6 Hz). 3.67 (3H. s). 3.73 GH. s), 4.38 (IH. d. J=17.0 Hz). 4.50 (IH. dd. 
J=6.2. 7.4 Hz). 4.69 (IH, d, J=17.0 Hz), 5.10 (IH. d. J=11.8 Hz). 5.15 (IH, d, 
J=11.8 Hz). 6.55 (IH. s), 6.65 (IH. d, >2.5 Hz). 7.01 (IH. dd. J=2.5. 8.0 Hz). 
7.10-7.23 (3H. m). 7.30-7.47 (6H. m). 

trans - [7 -^a^is- 5- ( 3 -b Hn^£x- 2-;>< h^S/7x-;U) -3- (2 
-;^h=2^>'-2-:t^VX^;P) -2-:t=^y-2. 3->^bFn-4. l-^yY:^^ 
'f'^\::y-l {5H) ->i/UlW^ t e r t-yf-ZUXXT^/l^ 

##fy2 3T1#3t^t'&tS9 ( 1. 30 g) i: 1 0%^N-^>^''^7Aat« ( 1 80mg) C7)PK 
X^;U (4 5ml ) SSfflEClS^ffiK (0. 9m 1 ) SraaiDL. 7km^:^?tSmT. M 

i:i^v:^yj\^^a^h^vy ^-TmmLxmiit^ (1. log) im^mmtL 

iH-NMR (CDCI3) ^:1.47 (9H. s). 2.80 (IH. dd. J=6.0. 17.6 Hz). 3.07 (IH. dd. J=7 
.6. 17.6 Hz), 3.64 (3H. s). 3.67 (3H. s). 4.29 (IH. d. J=17.1 Hz). 4.51 (IH. dd, 
J=6.0, 7.6 Hz), 4.84 (IH. d. J=17.1 Hz). 5.47 (IH, s). 6.59 (IH. s), 6.69 (IH, 
d, J=2.4 Hz). 7.02 (IH. dd, J=3.3. 6.3 Hz). 7.13-7.20 (3H. m). 7.36 (IH, dd, J=2 
.4, 8.5 Hz). 
#^25 

2-xhQ-N- (3-7xX7U7"otr;P) ^y-^yxfUTirsyr ^ K 
3-:7xx;U'rDtr;wr5y (5. oog) istrus^v (3. 5 i g) ^otacxf^w 

( 5 0m 1 ) JgfSt::. 0''CT'2~^hn/<.y-fe'y>?.;U7nr./^7n!; F (9. 0 1 g ) SrJp 

muLx^^^^ ( 9 . 1 0 g ) ^n^}mmt lxwz. 

iH-NMR (CDClg) ^:1.81-1.92 (2H. m). 2.62-2.67 (2H. m). 3.08-3.20 (2H. m). 5.29 
(IH. t. J=5.6 Hz). 7.04-7.30 (5H, m). 7.68-7.78 (2H. m). 7.81-7.95 (IH. m). 8.04 
-8.13 (IH. m). 
##«2 6 

N- (3-ycr^:rne/i/) -2-xhn-N- (3-7xx;prQi^;p) ^v-ifv;^;^ 

i^^yr^Y 

##W2 5T1t/::'ft;^ (8. SlK) tsm^')"^^ (3. 84 g ) 

F (1 1 Cm 1 ) mmzi, S-v-Vn^rnyN-y (27. 8g) SrJP;i. 60r 

^a^h^yy^ -X^mLXmrnit-^m ( 7 . 2 3 g ) Srllfe?*:^^*?^ LTtf^sTo 
iH-NMR (CDClg) ^:1.80-1.95 (2H, m), 2.03-2.17 (2H. m). 2.51-2.65 (2H, m). 3.23- 
3.48 (6H. m). 7.06-7.32 (5H. m). 7.56-7.74 (3H. m), 7.94 (IH, dd. J=1.5. 7.5 Hz) 

trans- [7-:;'oo-3- ( 2 h^i^- 2 ~:t^yx^;U) -5- (2-^h 
3- {3- [ (3-:7xX;UrntVU) T$y] rayf^^iy) ^xx;P) -2-:t 
^y-2. 3-S/'bFn-4, 1 -'^^yVjt^^fHf b'y- 1 ( 5 H ) ->f iffig te 
r t - r -^/uxx T-;^ 7 

m^m2 4X1%fzit^m ( 2 2 0 m g ) U (1 8 0 m g ) 

AT^ F ( 1 Om 1 ) *gS?gtC. ##M2 6T'tt;^cft'&?^ (28 8mg) $:SDt. 7 0*0 
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;U^u^h^yy ^-VrnmLXn^ms (210ms) tr^ti. Z<7>iAmi (210 
mg) cOzy^^/U^it^fUAT^ H (5ml ) ^?StI. (237m g) t^^y 

j.J-)V (SOmg) S:Jn;c. ^STl 5^^if L^t. RiBii^S:*(car. BKx 

. «JET«^L/::. SS^i^Up^^^-Vl^^ovhir^^-f-T-ffiKLT^IIfe?**??^ ( 1 1 
6mg) ^I^OTfttt?* (7 Img) <r>2-runj-)V (4ml) 

K (1 2mg) 02-roy>cy-;K3ml ) }g{aS:Jn;c. SaT54Ma«ffL^. KB 
?SS:J5ffTii«IL. t4^:hJ^v:^$S: 2-rn/NV-;U->?x^;^x-T;W?*^>teA^bS* 

^Sfl:^ ( 6 Omg ) ^SSU^at LT?#7t. 
»H-NMR (DMSO-dg) <^:1.42 (9H. s). 1.77-1.90 (2H, a). 1.96-2.09 (2H, ■), 2.58-2.6 
7 (2H. n). 2.70-3.00 (6H. a). 3.56 (3H, s). 3.57 (3H, s), 4.05-4.15 (2H. b). 4.3 
2 (IH, dd, J=6.7, 6.9 Hz). 4.56 (IH, d. J=17.4 Hz). 4.73 (IH. d. J=17.4 Hz). 6.4 
2-6.49 (4H. m). 7.06-7.30 (8H. ■), 7.56-7.61 (2H. m). 

mmi2 

trans - [7-:^'on-3- ( 2-;^ b^i^— 2 -:t^yxf-;U) --5- (2-^h 
{3- [ (3-7xX;Prntr;U) T^y] rn.ifari^} 7xx;^) -2-^ 
=^y-2. 3-yfcHo-4. 1 -^W^r^-lf-if try- 1 (5H)— 

^fi?j7 IT-^^^cYb^^^U— (*: (40mg) 4M^Jglt/B^X'^;U^ ( 5 

f-U>'-yx^/^x-'r/l^B°Hfl:$ii:T, aS'fk-^IS ( 3 Omg ) ^^Hfetea^Bt LT^ 

iH-NMR (DMSO-dg) ^ - 1.81-1.95 (2H. m). 2.02-2.14 (2H, m), 2.59-2.96 (6H. ■), 3. 

02- 3.11 (2H. m), 3.53 (3H. s). 3.58 (3H. s). 4.07-4.16 (2H. m), 4.33 (IH, dd. J= 
6.7. 6.9 Hz). 4.57 (IH, d. J=17.4 Hz). 4.75 (IH. d, J=17.4 Hz). 6.41 (IH. s). 6. 
44 (IH. d, J=2.0 Hz). 7.07-7.34 (8H. b). 7.52-7.63 (2H. b). 8.52 {2H. brs). 
^fl?i7 3 

trans- [7-:^an-l- (2. 2 - f-zPT n tT/l^ ) -5- (2-^h^5/- 

3- < 3- (3-:7xX;proe;U) r$y] TUi^^i^\ 7xx;^) -2-:t 
^y-1. 2. 3. 5-7^h^bFo-4. l-^>'y:t^if-lfl:f>'-3->f/l'] »K 

xf-zuxxxT/i^ igsa 

^f?) 3 5 T-^^^cfl:^^ 7 U ( 5 6 0 m g ) . 1 5 t l^flKc LT^H 

{C^(ryy')-^ (Ai Omz) ^^^fe?*f^b LTftT. S^>icc:co?4*Sft ( 5 Om 
g ) t^h^^^^ ( 5 0 m g ) ^r^Hfe^e^ah LTf#;^Co 

iH-NMR (DMSO-dg) ^:0.87 (9H, s), 1.15 (3H. t. J=7.1 Hz). 1.90-2.05 (2H, b). 2.1 
0-2.24 (2H. m), 2.57-2.88 (7H. b). 2.97-3.26 (4H. b). 3.51 (3H. s). 3.62 (IH. d. 
J=14.0 Hz), 3.97-4.18 (4H. n), 4.20-4.34 (2H. b), 6.10 (IH, s). 6.41 (IH. d. J= 
2.4 Hz). 7.09-7.32 (8H. b), 7.56 (IH. dd. J=2.4, 8.7 Hz). 7.77 (IH. d, J=8.8 Hz) 
, 10.30 (IH. brs). 
IIM«?)74 

trans- [7-:;^on-l- (2. 2->''y f^/Urnt/P) -5- (2--Xh#£^- 
3- {3- (3-^xX;prnbr;P) r\J'\ rxn^^i^) 7xX;l.) 

^y-1. 2. 3, 5-xh^bKQ-4. l-^VV:^^'^^\^V-3-'i)V'\W& 

HffiF!? 3X''^fzit-^(^y y-«s ( 4 0 Omg ) ^CT8i:R«CLT«aft 
^ ( 3 8 5 m g ) S-Ssfi^B^t UT#:^. 

JH-IWB (BCO-dg) 5:0.87 {9H. s), 1.87-2.03 (2H. ■), 2.07-2.B (2H. ■). 2.56-2.8 

5 (7H. ■). 2.96-3.27 (4H. ■). 3.51 (3H, s), 3.62 (IH, d, J=14.0 Hz), 4.06-4.25 ( 
3H, b), 4.29 (IH, d. J=14.0 Hz), 6.09 (IH, s). 6.40 (IH, d, J=2.4 Hz), 7.10-7.33 
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(8H, ffl), 7.55 (IH, dd, J=2.4. 8.7 Hz), 7.77 (IH. d, J=8.8 Hz), 9.93 (IH. brs). 
12.29 (IH, brs). 

traLns-l-^au-l- (2. 2 -'J;<^JUru\::jU) -5- (2->h^>'-3 

- {3- {^^)V (B-^x-yprotr;!^) rsy] rur^^i^) 7x-;p) -3- [2 

-:t^y-2- (l-f^^i/r.;P) x^;P] -1, 5->?hFn-4. 1 -^yV^r^ 

i^Hf try- 2 ( 3 H ) 2airtg 

ieiiC«l74T't#io*Utfl:^Jft (200mg) i:e^^>?y-l-*;U';KyKt e rt- 
rf-;bx>^7^/U ( 7 Omg ) 3&-^>. |giSM4 1 i:|3I«tcLT«ffi^k^ ( 1 8 Omg) ^ 

iH-NMR (DMSO-dg) ^:0.84 (9H. s), 1.85-2.01 (2H, m), 2,05-2.20 (2H, m). 2.53-2.6 
4 (2H. m), 2.66-2.78 (4H, m), 2.88-3.25 (9H, m). 3.42-3.75 (8H, m), 4.05-4.16 (2 
H, m), 4.18-4.30 (2H, m), 6.06 (IH, s), 6.38 (IH, d, J=2.4 Hz), 7.10-7.30 (8H, m 
). 7.52 (IH, dd. J=2.5. 8.7 Hz). 7.74 (IH. d. J=8.8 Hz). 9.05 (2H. brs). 10.18 ( 
IH, brs). 

trans - {7-:J^no-5- [3- (3- { [3- ( 2 nn7x-/U) rot/U 

] > rnrK^^ri^) -2-;^ h^r^^^x-zH -1- ( 2, 2-lyy^^)Vru}^)V) 

-2-:t^y-l, 2, 3. 5-'fh^tFn-4. 1 -'<yy:t^1f-feftf 3 ->f ;P 

UmmSAX^i^fzit-^ (1. OOg) i:3- {2-^Pn7xX;U) roys-^~;U ( 
297mg) t-^h. mmStnmiZLXm&it'^m<^y')-V^{S5 0mQ) S:*fei4 
^mtLX'^X. -^hliZilcom^ {BOmz) 3&*A>^^t^ (5 0mg) Sri&fejBft 

iH-NMR (DMSO-de) i^:0.87 (9H, s). 1.15 (3H, t. J=7.1 Hz). 1.86-2.02 (2H. m). 2.6 
6-3.13 (8H. m). 3.53 (3H, s), 3.62 (IH. d. J=13.9 Hz). 3.96-4.34 (6H, m). 6.11 ( 
IH. s). 6.42 (IH, d. J=2.1 Hz). 7.08-7.46 (TH. m), 7.56 (IH. dd. J=2.0. 8.6 Hz). 
7.77 (IH. d. J=8.8 Hz), 9.09 (2H. brs). 
ll*Sfl?!l7 7 

trans-{5"[3-(3-{ ( t e r t h=^x;!?;U;K-;^) [3 - (2-^D 
n7x-;U) rot/U] r^/) rn;K^i^) -2-;^b^i^7xX/^] -i-^uu- 
l-(2, 2->?^^;Urne;P) -2-?r^y- 1 . 2, 3. 5-xh^bHn-4, 

1 -^yy^^r-t-iftfy-B-^f/l^} xf-;l'Xj:^XT-;^ 

llitff57 6T'#;t'fL^*5c7)7U-«s (300mg) ^M3 0 fc|S|«(CLT^a 

fl:^ (340mg) imnmAmt Lxnti. 

iH-NMR (CDCI3) ^:0.94 (9H, s) , 1.24 (3H, t, J=7.1 Hz). 1.43 (9H. s), 1.76-1.90 
(2H, m). 2.00-2.13 (2H, m), 2.63-2.72 (2H. m), 2.77 (IH. dd, J=6.0. 16.5 Hz), 3. 
03 (IH, dd. J=7.6. 16.5 Hz). 3.19-3.47 (5H. m). 3.62 (3H. s). 4.00-4.19 (4H. m). 
4.38 (IH. dd. J=6.0, 7.6 Hz), 4.51 (IH, d, J=13.9 Hz), 6.26 (IH. s). 6.61 (IH. 
s), 6.95 (IH. dd. J=1.6, 7.7 Hz). 7.07-7.22 (5H, m). 7.26-7.37 (3H, m). 

mmis 

trans-{5-[3-(3-i(te r t-:/V^i^^}Vifi:=^}V) [3 - (2-9 u 
n^xxyp) rae;P] T^y) rn;K=¥>') -2-^ b^x7xx;^] -7-9uu- 
l-{2, 2-i/V^;WrotVU) -2-:t^y-l. 2. 3. 5-'rh5tKn-4, 

mmmiix-'i^fzit^v^isAOmK) t^h. ^mmsstmmzLxm&it-^o 

2 8m g ) imm^immt Lxntz. 

iH-NMR (CDClg) ^:0.95 (9H, s) . 1.43 (9H, s). 1.76-1.90 (2H, m). 1.98-2.13 (2H, 
m). 2.63-2.73 (2H. m), 2.86 (IH, dd. J=5.1, 16.3 Hz). 3.06 (IH. dd. J=7.3. 16.3 
Hz), 3.18-3.46 (5H, m), 3.63 (3H. s), 4.00-4.08 (2H, m). 4.33 (IH. dd, J=5.1. 7. 
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3 Hz). 4.52 (IH. d, J=13.9 Hz), 6.26 (IH, s), 6.63 (IH, d. J=1.9 Hz). 6.95 (IH. 
d, J=7.7 Hz). 7.07-7.38 (8H. m). 

trans - {7-^ua-5- [3- (3- { [3- ( 2 -^^ on7x-;U) rotf;P 
] T^y} ro:^^i^) -2-;<h#>'7x-;P] -1- (2, 2 - £/'p< ^;Pr n ) 
-2-:t^y-l. 2. 3, 5-xh^tKn-4. 1 -'O-y^^f-t-tftTV- 3 ->f ;P 

( 1 1 0 m g ) i:m^^Bt LXnfz. 

3H-NMR (WfSO-ds) 0.88 (9H. s), 1.82-1.97 (2H, m), 2.03-2.18 (2H, n), 2.57-2. 
88 (4H. m). 2.91-3.01 (2H. s).3.0M.13 (2H. n). 3.53 (3H, s), 3.62 (IH, d. J=14 
.0 Hz), 3.97-4.35 (4H, m), 6.10 (IH. s). 6.42 (IH, d. J=2.2 Hz), 7.09-7.47 (7H, 
b), 7.52-7.60 (IH. m), 7.77 (IH. d. J=8.8 Hz), 8.60 (2H. brs). 

mmmso 

t r ans-7-:?^nn-5 - [3 - (3- { [3- ( 2-:7ou7x3i;U) rntf;U] 
T^y) ruTi^^i^) -2-;><h^^':7x:z;u] - i- (2. 2 - >^;>< ^/Ur a ) - 
3- [2-^^V-2- (l-b-'^^i^'^yp) x^;U] -1, 5-i^'tFn-4. 1 
vy^^^'^'tftrv-2 (3H) -:^y 2Sl!ia 

mmmi s^ntzit^ ( i ? 2 m g > 1 1 >^'>— 1 -t)i'^^y^t ert-r^ 

;l.x;^x;U ( 5 1 m g ) :«?-4> . 1 i: Isiati LT^it^fe ( 1 5 0 m g ) Sr^tfe 

iH-NMR (DMSO-dg) a: 0.87 (9H, s), 1.83-1.99 (2H, i), 2.06-2.18 (2H, n). 2.69-2. 
82 (3H. m). 2.90-3.20 (9H. n). 3.47-3.77 (8H. m). 4.08-4.32 (4H, m). 6.10 (IH. s 
). 6.42 (IH. d. J=2.4 Hz), 7.10-7.47 (7H. ■), 7.55 (IH. dd. J=2.4, 8.7 Hz). 7.77 
(IH, d. J=8.9 Hz). 8.85 (2H. brs). 9.06 (2H. brs). 

trans - {l-^aa-S- [3- (3- { [3- ( 2 QQ^x-/^) rDt;P 

] Of-zv) T^y) rojif^i/) -2-^h^i/7x-;H -1- (2, 2-i/'^^;^ 
rnbVJ/) ~2-:t^y-l . 2. 3. 5-xh^tHn-4. 1 -O-yit^-tHf 

mmm7eX^^%fz1t^(^yV-W (690mg) ;{?-i^>. ^fi?iJl 5h[l«trLT^ 

) ( 4 Omg ) ^TjsgJffeiBB^Bi: LTff^::. 

iH-NMR (DMSOde) d 0.87 (9H, s), 1.15 (3H. t, J=7.1 Hz), 1.90-2.08 (2H. a). 2. 
12-2.30 (2H, m), 2.51 (3H. s). 2.65-2.90 (4H. m), 3.00-3.40 (4H. m). 3.52 (3H, s 
). 3.62 (IH. d. J=14.0 Hz), 3.97-4.35 (6H. ■), 6.10 (IH. s). 6.41 (IH. d. J=1.4 
Hz), 7.06-7.48 (7H, m). 7.50-7.70 (2H, m). 10.65 (IH. brs). 
^0*8 2 

trans- <7-^nn-5- [3- (3- { [3- (2-^nD7xx;u) rot/P 

] (^f-;P) T^y} rn.-KarS/) --2-;<h^ri^:7x-;p] -1- (2. 2-l^^^}V 
rot/P) -2-5f^y-l , 2, 3, 5-xh7bHa-4, 1 -^>y^^'9--tf try 
-3->f/^}»B! iSS^ 

^CT8 1T'#7tfl:'g^i7):7U-f* (5 50mg) t^h. #^P!8 tl^atCtTaH-ft 
^ (470mg) i:^Bt^^^tLX%fz. 

iH-NMR (DMSO-dg) ^: 0.87 (9H. s). 1.87-2.02 (2H. m). 2.08-2.22 (2H. ■), 2.57-2. 
85 (7H. m), 3.06-3.30 (4H. n), 3.51 (3H, s). 3.62 (IH. d. J=14.0 Hz). 4.07-4.24 
(3H, m). 4.29 (IH, d. J=14.0 Hz), 6.09 (IH. s). 6.40 (IH. d. J=2.4 Hz), 7.12-7.4 
5 (7H. ■), 7.55 (IH. dd, J=2.4. 8.7 Hz). 7.77 (IH. d. J=^.8 Hz), 9.86 (IH. brs). 
12.28 (IH. brs). 

mms3 
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t rans-7-:7no-5 - [3- (3- { [3- ( 2 -:^nn7x::i;P) rnt:;^] 
r^y} rndt^i^) -2-;^ h^>^7x^/^] -1- (2. 2-v^;><'f-;Pr 
Dtryl/) -3- [2-*='fy-2- {l-\^^y>^::iJi^) xf-/H -1, S-v-'bHo- 
4, l-"<:^y':t*'*f-tftry-2 (3H) -;ry 2SKia 

^mS2Tnfz1t'^(20 0mg) tt^^^^'y-l-^/U^ifi^Kt e rt-r-f 
;1.x;J^t;1- (6 3mg) *>i?>. ieSfi«4 1 LT^flS^Ife ( 1 20mg) 

iH-NMR (DMSO-dc) ^:0.87 (9H. s), 1.89-2.04 (2H, m). 2.11-2.24 (2H, m). 2.67-2.8 
1 (6H, m). 2.93-3.30 (9H, m). 3.50 (3H, s). 3.51-3.77 (5H, m), 4.07-4.17 (2H, m) 
, 4.22-4.32 (2H, m), 6.09 (IH, s), 6.41 (IH, d. J=2.4 Hz), 7.12-7.45 (7H, m), 7. 
55 (IH. dd. J=2.5, 8.7 Hz), 7.77 (IH. d. J=8.9 Hz), 9.12 (21. brs), 10.27 (IH. b 
rs). 

^0584 

PS! trans-l-{2 - [T-i^'Dn-l- (2. 2 f^/Prot/P) - 5- 

(2-^h=^x-3- {3- [ (3-7x-;P7'at";U) T^y] Tuift^i^} ^x-;^ 
)-2-5r^ry-l, 2. 3. 5— rh7tHn-4, 1 ~^yy5r^'9"-fef try- 3 ->f 
;U] r-fef-;H t'<>J>?>'-4->f;Uxxx;u ^ggSB 

^jS6fi?ll3 8T1#^c{l:^1* (200mg) . l-xf-;U-3- ( 3 ~>'';><f-;^r ^ 77*0 
l^;P) ;*;l/;Jfy>f $ H*aeaS (3 2mg) . 1 -b h'o^^^^yVh 'JTV-;!^ (2 2m 
g) <0xp{f•;^;^;^AT5H (6ml)^atC. 4-r-bh^>'br'<y>?VigKJB (6 0 
mg) &jD;t. 5 0'^CT'l sm^Wtt:. a6?S$:*tcar. S^x^;PTi*a3L;t . 

• »S«'5^U*^;Pi^D-7N^^7-{-T'«SLT*5fe«4^?»(2 16mg) S-^Tt* 

cT^im^ ( 1 0 0 m g ) i,z4m^m^ymm:^^fmm (5 m n s:SD;t . 
SrMa-ce^saf^LTt. Kjmi^TW&L. n^tifzm^i^its^i'i^y-i^j^i' 

;Px-T;V**i?>Sa^kS-^T. ^>ft-&ft (SOmg) SrMfeSSfc LT#3^v:. 
iH-NMR (E»lS0-d6) 5:0.87 (9H. s), 1.26-1.60 (2H, m), 1.68-1.95 (4H, ra) , 2.01 (3H 
, d. J=5.6 Hz), 2.04-2.16 (2H. m), 2.58-2.77 (3H, m), 2.84-3.22 (7H. m), 3.52 (3 
H. s). 3.61 (IH, d. J=13.9 Hz), 3.62-3.88 (2H. m), 4.08-4.20 (2H. m), 4.22-4.32 
(2H, m). 4.79-4.91 (IH, m) , 6.09 (IH. s). 6.41 (IH. d, J=2.5 Hz), 7.11-7.33 (8H, 
m), 7.54 (IH, dd, J=2.5. 8.7 Hz), 7.76 (IH, d, J=8.9 Hz), 8.58 (2H, brs). 
^^8 5 

t r ans-7-i7DD- 1 - ( 2. 2 -i^V^/Prnb/P) - 3-[2-(4-bHo 
^r^b^l;i;^>-l— f;P) -2-^^yx^;^] -5- (2->b^i^-3- {3- [ 
(3-7xX;urnb/U) r^y] ro.ir^x) 7xx;l/) -1 , 5-5;^bHn-4, 1 

-^yy:t^^?-fcfb>'-2 (3H) -it^ 

mmm8 4T'i%fzit^ (eomg) c7)X:$^y-;l'/'rh7bHn77y (2. 5m 1 
/'2. 5ml ) fgatCia^^S^-fb-t-hU^A^^gJS (0. 5m\)^mt. SOX^Tl 

mmmtfz. K&mm^ms^rmmk. *5rJni. mt:<^iyyTmaitfz. mihisa 

ju^a'7h^yy ^-vmrntz^ii^miintz. z(ommi(7^^it^^uy ( 3m i 
) mmi^z. i^x-f-7H4J^ (0. 5ml ) ^Mt. mWiTs^mtmLfz. Kmm 

M^t^ft ( 3 om g ) im&m^Bt UTtt^vio 

iH-NMR (DMSO-dfi) S-.O.Sl (9H, s), 1.06-1.40 (2H, m), 1.58-1.78 (2H. m) . 1.80-1.9 
6 (2H. m), 2.01-2.17 (2H, m), 2.58-3.21 (lOH. m), 3.51 (3H, s), 3.58-3.90 (4H, m 
), 4.07-4.18 (2H, m), 4.20-4.31 (2H, m), 4.73 (IH. t, J=4.2 Hz). 6.08 (IH. s). 6 
.41 (IH, d, J=2.4 Hz). 7.10-7.35 (8H. m). 7.54 (IH, dd, J=2.6. 8.7 Hz), 7.76 (IH 
. d. J=8.7 Hz), 8.45 (2H, brs). 
^^8 6 
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4- { [3. 5-trans-7-^'on-l- (2, 2-i^';>«f-;l'rnt;U) -5- ( 
2-^h^>'-3- {3- [ (3-7x:::;l'7-ne;l') rsy] ro,-Kdrx> 7*-;l') 
-2-:t^y-l. 2, 3. 5— fh5tKo-4. 1 -'<.>"/:t^-9--feft>'-3— f 

1 r-fef-;i'> t'<.7>=>'-2-*;i'd?>'K 2SKa 

llttfl^3 8T»!tfli^ ( 1 0 Om g ) . 1 -Xf-;l'- 3 - ( 3 -i^'^^/UT S yro 
t/P) */U--Ki^*>f S HSi!S (32mg) , 1 -b }^nJf v-'^yVh UTV-zK 2 2 m 
g). hyxf-zUTSX (5 6mg) Ov^-f/P^/PAT-SH (3ml ) gllSC, 2-e 
'<9->*>'*/U--K>'»xf-;l'X;:^-f-/W2iai»B (3 8mg) ^lra;l. SSTl 5^3Sffl8*L 

-r«SLTilfe?*1^ (9 Img) Sr^fc. CcOJftttI* ( 9 1 m g ) cOxh 7t Fd7 7 
>- (3m 1 ) rnmiZ. HSiMi^itert-r^jU) (2 8mg) th'JX^/PTSy ( 

2 1mg) SrJni;t, MiaT-4l^iSWS*t^. Ri5?SSrJ*ffT«« 
*y;P^'ovh^<97-f-T-SSUTISlfe?*^^ (92mg) S-^^i. ( 9 2 
mg) cr>Thyh HD79:^/X:J'y-;K 2m 1 /2m 1 ) ^jglC, iS^TfcS-ffc-^h 

'J '^'A^jgjffi ( 0 . 4ml ) srjDi, 6 ox:x'i^mmtfz, mmm^mrfwmm 

. 1 0%i?xyS!?tc^2:*l;c, B^x^/PTtttU t^c . am?a5r*i:^fa:^*T-)l<J: 
iJfe;^. tETKSffirv^^t^i^'^AT'ie^t, mETai«LT4tfe?ft*^ (SOmg) 2:^/^ 
. Zcommi (SOmg) (C, 4a^Sg|/i^Xf-/USSt (5ml ) t:tnx.. -^iOS^ 

x^/WX-x/l^»4>fea^S-(i-T. ^-(fc-^ ( 7 Omg ) ^mfeSAt tTf»fe. 
iH-NMR (DMSO-dg) .^rO.S? (9H, s), 1.82-1.98 (2H. ■). 2.02-2.20 (2H, m). 2.58-2.6 
7 (2H, ■), 2.70-4.48 (21H, m), 6.10 (IH. s), 6.42 (IH. s), 7.07-7.33 (8H. ■). 7. 
55 (IH. dd, J=2.3, 8.8 Hz), 7.77 (IH, d, J=9.0 Hz), 8.86 (2H, brs), 9.57 (IH, br 
s). 

{3- [ (3- {7-^oo-l- (2. 2-i^V^;UrQt:;l') -3- [ (2-7;l';;i- 
n-<yi^fUA)W^^-(/U} -2-yi-^V-l. 2, 3, 5— rh7bHn-i, 

4-'<.>'Vjj-^-t-fe'e>'-5-'f;H -^yi^ju) ( M)7;p:tor-fef-;i') rsy] r 

Dt;P> VKt e r t -rf-;l'X;^-7^;P 

^mi2lcr)it^ (0. 79 g) «7)j/^no^:?>^?g(10ml ) {C^J^ThU 
x-f-;UT 5 >- ( 0 . 24m 1 ) i5il^*E;ichij7;p^oiPK (0. 24m 1 ) S^jD;cT 3 

Bfli^ia ( 0 . 6 9 g ) SrISfeWKiai: L.T^57t . 

>H-NMR(CIX:i3> *:0.93 (9H, s), 1.28 (9H, s), 1.72-1.76 (2H, ■), 2.66-2.91 (4H, ■ 
). 3.19-3.22 (2H. i). 3.35 (IH, d, J=14Hz). 3.80 (2H, s). 4.40-4.51 (4H. n). 5.9 
9 (IH, s>, 6.55 (IH, s). 6.59 (lH,d, J=2.2Hz), 6.98-7.07 (2H, a), 7.20-7.61 (lOH 
. ■). 

mmsa 

2- [5- {3- [ ('<.>' ^^'/UTS yrotyPT 5y ) y^L-M 

-1- (2, 2-y.Xf-;l^rot:;l') -2-:it^V-l. 2. 3. S-f'b^bHo-l 

, 4-'<.vv**-9--tfev-3— fyu] -N- {2-y i\^:to^y'Jn>') r-fe^'SK - 

lltt«87-C»;t-ffc^ (0. 3 1 g ) , »Stxf-;W (3ml) *}J::^4«Sgfii!/» 

S!xf-/i.^a[ (3ml) z:tiatm^x'\ . s^jsimwttz. mm^s^Ltz^. mt^^ 

^y-;K3ml ) izmmt. '<.>'Xr;PT b K (44mg) it^i^ry M> b KoJi 
pK^h'J-^A (27mg) i&Jnjt. 24«HSH»*L.7t. mtiWmoL^fi^bTicfMtL 

9u-?V:^7y nhlXfimtiTHF (2m l ) . ;<:J'y-/K2ml ) 



« 0 
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i5j:tX7k ( 1ml ) i,zmf^tti. ZtllZym'iVJ^^M. (80mg) 5rjnt. -Bftjgjf U 
. mm^i:Lfz. ^«iEtC4a^igl^Kx^/Pf§?a < 2m l ) S:Jn;c. SST'l 0^^ 
^(0. 03g) S:efe»*kl.T*|:t. 

iH-NMR(D>B0-d6) <^:0.87 (9H, s), 2.60 (6H. s) , 2.84 (2H. brs), 3.33 (IH, d, J=14 
Hz). 4.00-4.09 (4H, m). 4.37-4.59 (4H. m). 5.99 (IH, s), 6.47 (IH, d, J=2.2Hz). 
6.95-7.00 (2H. m). 7.14-7.65 (14H. m). 10.34 (4H. brs). 

mmm8 9 

2- (7-^nn-l- (2. 2->''><f-;wrnt:;P) -2-;**^y-5- {3- [ (3 

-7x*^;PT5yrot/PTSy) -7x-;^» -1 , 2, 3, s-rh^t 
Kn-l, 4-'<yy:t^lf-t'e>'-3-^;P) -N- ( 2 -7yl/*n^>'j;?;P) r-fe^ 

^JfiM8 7TllJt^b^ (0. 34g) h7x-;l'T-fehryPTtK (56mg) *>4> 

. sjs^sshiRistctT^s^k'&ft ( o: 0 2 g ) ^Bm^t Lxntz. 

iH-NMR(DNB0-d6) 5:0.88(9H, s), 2.03-2.08 {2H, m), 2.58-2.65 (IH. m). 2.71-2.78 
(IH, m). 2.93-3.13 (lOH. m). 3,61 (IH. d. J=14Hz), 4.18-4.38 (4H, m). 5.89 (IH. 
s). 6.41 (IH, d, J=2.4Hz), 7.10-7.19 (2H. m), 7.25-7.39 (8H. m), 7.47-7.66 (4H. 
in), 7.77 (2H, d, J=8.8Hz), 8.48 (IH, t, J=5.6Hz), 9.01 (2H, brs), 9.22 (2H. brs) 

mmm9o 

2- (T-^J'oo-l- (2, 2->'Vf-/P7'oe/P) -2-:t^y-5- {3- [ (3 

-7xX7prDtr;pr5yrnt:;pr$y) -7xx/u> -1. 2. 3, 5-t- 
b^tFo-i. 4-<yV5^3ri?•^ftry-3->f;^) -n- {2-y;i':taKyi^ju) 

mmmSlT'^fzlt^iO. 34g) i:3-7xx;prnA--f-;K9 9mg) **^> 

. iijis«8 stmmiztx^m^t^m ( 0 . 0 9 g ) ^a^iB^^k tTf#/v:« 

iH-NMR(CDCl3, free*) ^:0.90(9H. s), 1.63 (IH, brs). 1.94-2.11 (4H, m), 2.65-2. 
92 (6H. nO, 3.07-3.11 (IH, m), 3.33 (IH, d, J=14Hz), 3.46 (IH. t. J=7.3Hz). 4.07 

(2H, t, J=6.0H2), 4.38-4.60 (4H, m) , 5.96 (IH, s). 6.29 (IH. brs). 6.63 (IH, d. 

J=2.2H2). 6.84-6.92 (3H, m). 6.98-7.08 (2H, m), 7.17-7.33 (lOH, m). 
iaifiW9 1 

[2- (3- {7-7nn-i- (2, 2-s^';^f-;Prntr/P) -3 - [ (2-7;P^n 
-^>'>^VU*;W<^>f;P) -2-:t^y-l . 2. 3. 5-xh7bHo-l, 4 

-^yy;t^H!f-iftfV-5->fyl'> O'Jfi'T^y) x^;P] - (3-7xx;Prne;U 
) ^jw^^y^t e r t -7'f-;ux;^T-;P 

1) (2-5j-^yx^;i.) - (3-7xX;wrntVU) ^/U^n'^ >'Kt e r t -7'^;PX 

3-7xX;urne:tyr;PTt K ( 6. 7 1 g ) ^7);^ :^y-;PiS?S ( 5 Om 1 ) CP 
1^ (1ml ) . 2-T^yx.i^y-;U (3. 0 5g) ^3 Jit/i^ry h 'J fc Fn^J'pBh^ h 

(6. 28g) ^Mt. m^v-mmnLtz. *(iomi ) it[\tfztk. b^x 

. m^^iyO:^y;l':^yJ^i^n^h:/yy^-vmmLfz. SSE^rTHF (100ml 
)ifZmmL. h'JJL^Jl'T^y(1.49ml)i5XX/ZMM'J{tert-r^;U) ( 
2. 14s) iyK<^Tmi. 3B#rafil*m ^iKSit/::^ SSiE5rPS!x^;Ph7KT'^iE 

2 0 0ml ) 0¥fi?L. i^S-M-'J^A (2. 29g)kPCC(5. 98g) erJlD;t. 
MiST'l^^JS** Lj^Co S/'xf'/^x-T'/P (15 0ml) ( 1 0 

g) S:SB;iT10^SjSm*. ^iSL^ PKx^;UTi5fe?tLJ^^o ^mtdtmtr^hit. * 
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y < --cesL. as^t^ ( i . 1 2 g > ^^\m^}i L-c^:t. 

2) [2- (3- Kl-9uu-\- (2. 2-i/^^f";PrDtr;U) -3- [ (2-7;U 
>j-n^y>?;l^;^;^>'\'^>f -2-;t^y- 1 , 2, 3, 

J^STl l-2 093 56c:0|ligW6(CieKO{t:^ (0. 3 2g) (7)^ y-zum^ 
(5m 1 ) tiSfK (0. 1ml). Se56«9 1-1 ) Tt#4>*l7t ( 2-:t=^yxf-;l.) - 
( 3 - 7x-;^rne;^) yKt e r t -rf";Wx;^r;^ ( 0 . lis) i^XT/ 

S^ry bUbFn(53K-^h'J^A (39mg) ^JD^. ^aX'-^tf L>t. »l?xf- 

a^h^yy^-TmmL. ^fl:^ (O. 22 g) LT^:^^. 
iFf-NMR(CDCl3) ^:0.92 (9H, s). 1.42 (9H, s), 1.79-1.86 (2H, m). 2.55-2.61 (2H, 0 
), 2.66-2.80 (3H. m), 2.85-2.92 (IH, m), 3.22-3.37 (5H, m), 3.80(2H, s), 4.39-4. 
51 (4H, in), 5.99 (IH. s), 6.31 (IH, brs). 6.58 (IH. d, J=2.2H2), 7.01-7.14 (2H, 
m). 7.17-7.36 (14H, m). 

mmm9 2 

2- [7-^nn-l- (2, 2->''^^;ProbVP) -2-:t^y-5- (3- { [2 
- (3-7xX/^7-nt:yPTay) x^yl^r^y] pff-;^} 7xx;^) -1. 2, 3. 5 
— rb^bHo-l, 4-0'V':t*'t-tfey-3-^/U] -N- ( 2 -7;P:tD'<>'>'' 
;U) r-b^^ F USSaS 
llilWl9 1-2) T^^>ix;^^>ft;'^ (0. 2 1 g) c7)SfKxf"/K2ml ) 4 

«^isstyps^x^;^^?g (2ml) ^Mtmi^T if^jsimtfz. Kismmtr^^m 
LTaafl:^(o. i2g) ^:a€^*^:LT^§/::. 

iH-NMR(CDCl3, free) ^:0.89 (9H. s), 1.53-1.92 (6H, n). 2.41-2.85 (lOH, a). 3.34 
(IH, d. J=14Hz), 3.46 (IH, d. J=14H2), 3.67 (IH, d, J=14Hz), 4.38-4.49 (4H. m). 
5.99 (IH. s). 5.59 (IH. d, J=2.2Hz), 6.85 (IH. brs). 6.98 (2H, t, J=8.5Hz). 7.1 

2-7.37 (BH, m). 

[2- (3- {7-^oo-i- (2. 2->^^^;urDt:;U) -3- [ (2-7;P:tn 
Ky-J;U^;W<^>iJU) j<^)U'\ -2~:t^V-l . 2, 3. 5-Tb^tKn-l, 4 

'^;Px;^'r/U 

#^T1 l-2 0 93 5 6c7)^g!l4 1- (7) (CfSKO-fk-g-l^ ( 0 . 5 0 g ) oy 
y-;l-^?S ( 1 Om 1 ) tCi^K (0. Sml). (2-r^yx^/P) ;&;WN'a>'Kt e 
rt-r^/UX.Xy^^U (0. 1 6g) i3 ilf i/'Ty N U t Ko(53K^h U (6 3m 
g) StJdx. »Kx^;l.T'#f?L. Tkgtf*. 

. 4 2 g ) i:l!t^mmib LT^>t. 

iH-NMR(CDCl3) (5:0.92 (9H, s). 1.27 (9H, s), 2.62-2.95 (2H, m), 2.91-3.33 (4H, m 
). 3.34 (IH. d, J=14Hz), 3.80 (2H. s). 4.39-4.51 (4H. m). 5.97 (IH. s). 6.53 (IH 
. s). 6.60 (IH. d. J=2.2H2). 6.96-7.07 (2H. m), 7.21-7.61 (lOH. m). 
##«?!27 

2- (7-:;'DO-l- (2. 2->''.X^;Uratf/U) -2-:t^ry-5- <3 - [ (6 
-:7x-/U^#£^;Pr$y) 7xx;p} -1, 2. 3. S-Th^tKo-l, 

4-0'y:t^rif-tfev-3->f;^) -N- ( 2 - ^yPitQ/^^^i^VP) T-ferJ'^H tag! 

!^T1 l-209356OSIteg|6tCfeatf0fl:-^ (0. 1 2g) cO;^:^y-;Pg|?BE 
(3ml ) izmiS (0. 1ml ) . e-yx-yl^^-^f-f-zK 3 7mg) ^XX/i^Ty 
hUt HotadK-t'MI'^A (17mg) SrjD;c. MiST'-ftfllff Lfc. B^Kx^;UT'« 
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T;P^ani.T^Uc«faj*&S:'*)BXL.T«H{t-^ (0. 08 g) SrSfeS^^t UT#^v: 

• 

iH-NMR(CDCl3) ^:0.88 (9H, s). 1. 11-1. 14(4H, m), 1.50-1.57 {2H. m), 1.70-1.81 (2 
H, m), 2.54 (2H, t, J=7.9Hz), 2.65-2.90 (4H, m), 3.34 (IH, d. J=14Hz), 3.67-3.80 
(2H, id), 4.38-4.60 (4H. m). 5.97 (IH, s). 6.45 (IH. s). 6.84 (IH. brs), 6.98-7. 
05 (2H, m). 7.11-7.37 (lOH. m). 7.41-7.49 {2H. m). 7.69 (IH. d, J=7.7H2). 9.86 ( 
2H, brs). 

[5- (2-<^^>^VP^^i^:7x-;U) -7-^nn-l- (2, 2-i^'^^/Protr;P 
)-2-;t^y-l, 2, 3, 5-f-h7bKa-l, 4-KyY:t^^^}:^y-3~-( 

(2-Ozy)}^^^i^y ji^Jl-) - [5-^an-2- (2. 2-'J;<^/l^r^'C)l^T 
^y) 7xx;u] >^y-;l.*>i5>. 7 i: 111:^(1 LT^fl:^!Bj (1. 64g) SrS 

iH-NMR(CDCl3) ^:0.76 (9H. s). 1.25 (3H, t. J= 7.1 Hz). 1.54 (IH. s), 2.76-2.81( 
IH, m). 3.01-3.06(1H. m), 3.30 (IH, d, J=14H2). 4.09-4.17 (2H, m), 4.39-4.48 (2H 
, m). 4.97 (2H. s), 6.33 (IH, s), 6.68 (IH. d. J=:2.2Hz). 6.83 (IH. d, J=8.1Hz), 
7.04-7.09 (3H. m). 7.22-7.39 (5H. in), 7.61 (IH. J=1,4H2. 7.5Hz). 
##tRl29 

[5- (2-^y>?/^:t=^>'7xx;p) -7-:^nn-l- (2. 2 - f-zur o tr;P 
)-2-*:^y-l. 2, 3. S—rh^bKn-l, 4-<VV^3j-=^'9"-fcftfV-3— f 

iH-NMR(CDCl3) <^:0.77 (9H. s). 2.84-2.89 (IH, m). 3.04-3.09 (IH, m). 4.35 (IH. d 
. J=7.3Hz). 4.46 (IH. d. J=14Hz). 4.97 (2H. s). 6.32 (IH, s), 6.70 (IH, d, J=2.3 
Hz). 6.83 (IH. d. J=8.2Hz). 7.05-7.10 (3H. m), 7.23-7.33 (5H. n), 7.37-7.40 (IH. 
m), 7.62 (IH, d. J=8.7Hz), 10.33 (IH. brs). 

2- [5- {2'-^y'J/l':t^i^y jL:=ifU) - (2. 2-i/V^;Pro 

t:;u) -2-;i"^y-i . 2. 3. s—rh^tHP-i, 4-^yy:t^i?--ifey-3 

->r;H -N- {2-yf]^:tx^Oi^fU) T-fe^$H 
##WI2 9Tit3^cfl:^%3&^^>. mmi9bmmzLX0&1t'^m(2. 46g) ^rSfe 

iH-NMR(CDCl3) 5:0.76 (9H, s), 2.04 (IH. s), 2.68-2.73 (IH. m) . 2.85-2.90 (IH. m 
). 3.29 (IH. d. J=14Hz). 4.39-4.46 (3H, m). 4.51-4.56 (IH. m). 4.96 (2H, s). 6.3 
1 (2H. s). 6.66 (IH, d. J=2.2Hz). 6.83 (IH. d, J=8.1Hz), 7.21-7.38 (8H. m), 7.53 

(IH. d. J=7.5Hz). 
##^J3 1 

2- [7-:^ou-l- (2. 2-S^';<^;P7"nt:;U) -5 - ( 2-t Hn^>':7x— ;P 
)-2-:t^y-l. 2. 3. 5-xh^bKn-l. 4 -^>'y^^r'^-bfl^>'- 3 ->f 

^f^^ttxmz. 

iH-NMRCCDClg) <^:0.91 (9H. s). 2.06 (IH, d. J=16Hz), 2.73-2.84 (2H, m). 3.14 (IH 
, d, J=14Hz). 4.44-4.58 (4H. m), 6.03 (IH. t. J=5.9Hz), 6.09 (IH, s). 6.83 (IH, 
d. J=2.3Hz). 6.9(^7.05 (5H. m) . 7.25-7.36 (5H. m). 
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##^3 2 

l7-^a\D-l - (2. 2-5/-?<f";PTDtr;P) -5- ( 2- 1 Fn^>'7x:::;U) - 
2-:t^y-l. 2. 3. S-xh^tKD-l, 4 -'<>'y':t^-fen:^>'- 3 ->f ;U] » 

##M2 8T^3tfl:^;^^i?>. ##<5!llOi:R«(cLT^>ft;^(l. 92g) 

iH-NMR(CDCl3) ^:0.92 (9H, s), 1.24 (3H, t. J=7.1Hz), 1.54 (IH, s), 2.81-2,99 (2 
H. b), 3.35 (IH. d, J=14Hz). 4.11-4.19 (2H, m). 4.45-4.53 (2H, m). 6.11 (IH. s), 

6.85 (IH. d, J=2.2Jz), 6.88-6.% (2H. m). 7.03 (IH, d, J=8.0Hz), 7.30-7.40 (3H. 

n), 7.47 (IH, brs). 

2- (7-:^DD-l- (2, 2-i^;^^;Profcf;l^) -2-:t^y-5- (2- [3- 

(s-^x-yi-rotr/ur^y ) ro;K^i^] :7x-;i'} - 1 , 2, 3, 5-f-b5tK 
o-l. 4-;f^'*f-fe'b':^-3->f;U) -N- ( 2-:7;P:to^v>'Vl/) r-trrJ'^ H iS 

^^e^iSlT-^/cfb-^^-i?*. ^0!ll-3tigmwLTaHfl:^(O. l Ig) S: 

iH-NMR(CDCl3. free) ^:0.92 (9H. s). 1.61 (IH, brs), 1.91-2,10 (4H, n), 2.65-2.9 
0 (6H, m), 3.05- 3.12 (IH, ■), 3.32 (IH, d, J=14Hz), 3.45 (IH, t, J=7.3Hz). 4.07 

(2H. t, J=6.0Hz), 4.31-4.53(4H. b), 5.92 (IH, s), 6.30 (IH, brs), 6.64 (IH. d. 
J=2.2Hz). 6.94-6.95 (3H, m), 6.99-7.06 (2H, m), 7.11-7.36 (lOH, m). 

{5- [2- (3-tert-7'h=^r>';<?;P;J^::i;pr$yro;K^r>') 7x::i;P] - 7- 
;rno-l-(2, 2->''^^;PrDtr;P) -2-3r^fy-l. 2. 3, 
n-1 . 4-0'y'*^r'9--fe'brv-3->f;U> mStJii-zUJiXy-^U 

mm3 2T%fzit^f)-h. mitmitmmzLx^{t^m(2. i4g) srsfe 

iH-NMR(CDCl3) 5:0.93 (9H. s) . 1.22 (3H, t. J=7.1Hz). 1.41 (9H. s). 1.68-1.85 (2 
H. b), 2.75-3.06 (4H, n). 3.36 (IH, d, J=14Hz), 3.94 (2H. d, J=6.5Hz). 4.09-4.16 
(2H. a). 4.15 (IH, t, J=6.1Hz), 4.49 (IH, d, J=14Hz), 6.23 (IH. s). 6.63 (IH. s 
). 6.89 (IH, d. J=7.9Hz). 7.06-7.11 (IH. m), 7.30-7.38 (3H. m). 7.60 (IH, d. J=7 
.9Hz). 
^M9 6 

[T-^J'Qn-l- (2. 2->''>^;l'roe;U) -2-:t=^y-5- {2 - [3 - (3 
-^x-ZProe/PT^y) roTK^S^] 7x-/p> -1 . 2, 3. 5— rb^bKnl 
, 4-^yy:t^i^-tftr>'-3->f;P] B1!x^/1.xxt;^ SISB 

»H-NMR(DMSCHi6) SzCSS (9H. s). 1.50 (3H. t, J=7.1Hz), 1.81-1.91 (4H. n), 2.60- 
2.81 (7H. m), 3.33 (IH. s) , 3.60 (IH. d, J=14Hz). 4.00-4.06 (4H. m), 4.24-4.30 ( 
2H. b), 6.10 (IH. s). 6.42 (IH. d, J=2.2Hz). 7.1Ch7.15 (2H, m). 7.19-7.23 (3H. b 
). 7.28-7.33 (2H. b). 7.41-7.47 (IH. b), 7.51-7.55 (IH. b). 7.75 (IH. d. J=8.8Hz 
). 8.78 (2H. brs). 

2- (7-:7DD-l- (2. 2->^;><^;PrDtf;U) -2~:^^V-5- <2- [3- 
(3-7xX;Urot:;Ur$y) ro;tt:3ri^] 7x-/l-> - 1 , 2, 3. 

o-i. 4-:t=^-9'-tftr^-3-^;P) - ( i-tr^^v-'x/u) r-fer^'^H n^asrts 

8g) Srefe»*^LT^|7^s:. 

iH-NMR(DM5(W6):0.91 (9H. s). 1.59-1.66 (7H. b). 2.07-2.22 (4H. m). 2.67-3.34 (8 
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H, m). 3.64-4.16 (4H, m), 4.41-4.48 (2H, m), 6.13 (IH, s), 6.63 (IH. s). 6.99-7. 
60 (IIH. in). 9.45 (IH. brs). 9.61 (IH, brs). 9.94 {2H. brs). 



2- (7-^nD-l- (2. 2-x^f'yW7'ne;l') -2-:t^V-5- { 3 - [3- 
2- (7-:J'QO-l- (2, 2->'*^-f-;Proe;l/) -5- {3-t Hodfi^^x- 
Zl/) -2-5!-dfy-l, 2. 3. 5-7^h5tHo-l. 4-'<.yV:t^-t-b'e>'-3- 
^J\^) -N- (2-7/l'::tD'<.>'x;P) T-fer^SK**^, IIS£«^ 1~3 i:|S|«{CLT^ 

( 0 . 0 8 g ) S-efef»5|5t LT^^. 
iH-NMR(CDCl3, free) 5:0.90 (9H, s). 1.63 (IH. brs), 1.94-2.11 (4H, m), 2.65-2.9 
2 (6H. m). 3.07-3.11 (IH. m). 3.33 (IH. d, J=14Hz). 3.46 (IH. t. J=7.3Hz), 4.07 
(2H, t. J=6.0Hz). 4.38-4.60 (4H. m). 5.96 (IH.s). 6.29 (IH. brs), 6.63 (IH, d, J 
=2.2Hz>, 6.84-6.92 (3H. n). 6.98-7.08 (2H. ■). 7.17-7.33 (lOH. b). 



( 1 ) mmmsT'^^-Miit-^ 4 o m g 



lAT-tfU 12 0mg 
(1) . (2) fc {3)tiXXf (4) ^01/2Sr^l*L;t^^. SSft-fS. ZtHzm'0<O 

( 4 ) itatx^Hfiir-^^^yfir-^Mzmxth . 
2. *r-t;pffl 

(1) llfifi«5 0-C»'5<X7t<t^ 4 0mg 

(2) 7^ h-X 70mg 

( 3 ) gSsKS-fe/l-a-;^ 9mg 
( 4 ) ;^tT 'J i^l!-?:/:*-^"^ A 1 m g 

l;«r-t;l' 12 0mg 

( 1) . (2) t (3) fcii/ (4) coi/iimmuz^. w&it-th, ztuzm'oco 

(4) i&jDiT^«E*-fe'7f->'*r-fe;KciiA-rs. 
3. 

( 1 ) mm 3 T-^4>#ij;:^b^ 4 0 m g 

(2) ^i^h-X 58mg 

(3) 1 Smg 

(4) fifctefl-b/Uo-;^ 3. Smg 

(5) XTr'J>'ilV^^^-i''>A 0. Smg 

1^ 120mg 

(1) , (2), (3), (4) <7)2/3fe<tr;^ ( S)<73i/2S:S«LJtf*, P^<b-r 
SOO (4) feil^ ( 5 ) 2r;cO»©(CJlDiT^lcJpffi^M-r.&. 

4. mm 

( 1 ) lli«^5 0f^^>iT/>:^l:-&!|«> 4 Omg 

(2) 7^' h-X SSmg 

(3) 3->-X:?-f- 1 Smg 

(4) Stea-fe^l^D-X 3. Smg 

(5) XTri»i^S!-7^^^^i^'!7A 0. Smg 



[0061] 

smmi 



(2) 

( 3 ) fifctefl-b/Po-X 

(4) X-rTU^'irv^'^^vn'A 



7 Omg 
9mg 
1 mg 



( 3 
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1^ 120mg 

(1) , (2), (3). (4) c02/31iiJ:t^ (5) <01/2^a»L;ta. 
[0062] 

mm 2 

( 1 ) H^aStffl^g*5 Om 1 lC^093Tt#'^*TJtft-^5 OmgSrjgJSUwSJ, 0 
( 2 ) B^aitfflMS* 5 0ml tC^W 5 0 TH ^^ix/cYb-^ 5 0 m g S-JgJSLTtflb, 

a^aEitfflise*sraiiT i o om i t-n. :i<^mmimm^f^TX'^'^L. mz;i<7) 

[0063] 

1 t haOT7T0 2 2?eSC HOifflliaSrffll^^^l£iifl:^£0S^ia»v£14ffffi 
( 1 ) t haRFRP-3<?33-h'Sil*|5 (Y-RFRP-3) <r>i¥m 

bhSOT7T0 2 2^CHO*BMc*tLTrtHttb hSRFRP-3 (hRFRP 
-3-28) (E?!l: Va 1 -Pro 

-Asn-Leu-Pro-Gl n-Arg-Phe-amide) 05N5|^ffltcTy r S 
S5r#SnL^C^rf-h' (Y-RFRP-3) (S?fl : Ty r-Va 1 -Pr o-As n- 
Leu-Pro-Gl n-Arg-Phe-ami de) (0. 1 mM) 2 Ox« 1 
7i<.lOuli&^, ^ZI,Zy:!'h^U:i-^>'^—i£m(>'i^-?. 1 0// g/mL(CO . 1 
M HEPES-NaOH, pH7. OSrfflV^TPSS) 20ul . Idoine-125 
(TVi^-vA. IMS-30, 74MBq) lO/xl. 0. 005% jfiH^bK^ (Ia3t 
i^) 20/i 1 ma-C-10^i«aLfcSb. 0. 1% TFA-tIc 600At 

•^mSffl-'N'-y^T- (50mM TrisHCl (pH7. 5). 0. 1% BSA. 5 
mM EDTA, 0. 5mM PMSF, 20Atg/mL leupeptin, 0. 1 
Atg/mL peps tat in A. 4/t/inL E-6 4 ) ^aSSoL. H^tl^lCjiK: 
««L7t. -^?r 1/1 OO^LTr-;&'>:^^--CJSatjSttSrai^L. SO^OSAti 
:«-aELT- 3 O'CizX^^Lti, 

( 2 ) €^«si$nMff 

9 6'>x;P-7-f ^'DTl^-h{:RJ5^'<-!'7T- ( 5 0mM Tris-HCl, 5mM 
EDTA, 0. 1% BSA, 0. 5mM PMSF. 20Atg/ml leupep 
tin, 0. lufs/ml pepstatin A, 4jug/ml E— 64, lOm 
M MgCl2. PH7. 5)X'^LfzlMgmm^. It^^aXW ll,ZX3 
^HtLtzY-RFRP-3^100pM{Z^lXol,zmaL. Mfif 1. S^RJSS 
tmnm:^(r>m&izii^ $4>t=*Hi»<OY-RFRP-3i&l0 0pM(:^r«, 

mz. •fe/WN-^;^^'- (/N'-dfvxyl.-?-) SrffifflLTKK^^rjS-r-5.C:i:X'K®» 
Srin7-f/P:J'-GF/C (J^-^ya^jW?-) iZlfj^L. i^mttzSOmtll Tr i 
•y:7r-(pH7. 5) TSiggfe^t:^. 7 -f ;P:?-S:f6igm, V'f ^'Ov-yf-O {^^-y 
;*-H) S-^-f/UrJ'-tCllDi, h-yT-j^r-^yh (^^•■y*-^') T'ftStSttS-ttait^w. 

mnit-^f^-^mm ( i cs o «) s cai d tc^. 

CSl ) 

lltt«f!4<0-fb^ <l/iM 
IIJtP!14«0fli-&!fi!l <l;uM 

msmi8<o{t^ <iuM 
mm^46cr>{t-^^ <imm 

HJfi^SOiO-ft-^tl <luM 
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[0064] 

mkm2 b hSOTTTO 2 2^C HOJfflffiSrffll-^Arc AMPjg^fllSOISiS^T'Ofl: 

£Wfl:-^<orv:J':^-;^ hiSttS-. t M!OT7T0 2 2«:i^S-ti-fcCHOiffllS<?D 
*fflJartcAMPj^^$lj|Sg^^T-ai^L:t. cAMP^^®JKiiT-li:. T -y-fe-f >'N'-y 7 
r— fc LTHa n ks' balanced salt solution (=sf7'3) liZ 
20mM HEPES pH7. 4. 0. 1% ^I'MtlTtUny. 0. 2mM 3- 

isobutyl-l-methylxanthine (i^i^-?) ^jDb/i tiOS:l8V>fc 

10-8M, 10-1 OMt^immttz. r:/-X^ : thSRFRP-3-8 (V 

a 1 — Pro— Asn — Leu — Pro— Gl n— Arg — Phe — ami de) (±, 4 
OnM (*^i8]K20nM) 7 U >-f:4 //M mmM2MM) mMLtzT-y-t 
■</<'y7r-X'miLti. t hSOT7T0 2 2l6g|CHOifflte«r9 6;rcrU-hC4X 
104ffl/wel ITlttftL, 3 7-C, 5%C02 . 9 5%a i r T'-BtS^tT^C. -B 
^SLTtri'-hJi. T'yt>(J<yyT- (1 50/z 1 ) r2Sgfejfm3 O^M", 3 7'C. 
10 0%ai rT3 0^i^t7t. T-y-^^ J<'/y r- (1 50 u I) Timmt. IS 
^-fl:-&?5!i?i?8[5 0xz 1 , d:^^TT^-xh+y^Ji'::^^uymm5 0M i $-asJnLT, J: 
<fiiJf U;tm3 0^J-, 37-C. 10 0%ai rT-3 0^i^SL3t. fflffirtcAMPiti. 
cAMP-ScreenTM System (AB I ) ^fflV%, >y horo hUM: 

«2D 

^msco^'^ <imm 

ZlxJi<0, *»BB£7)fl:^ ( I ) {±ffi*i;tRFRPSS#«CifffflS:*t«.v:fc*5*>*> 
[0065] 

Wmm 3 7-yhfiOT7T022^CH OjfflBg&fflV^^cSSiifli^cO^^WSttfF 
{i 

(1) y-yhmOT7T0 2 2^C}iOmmm^<r>fm 

9-y VaOT7T0 2 2»31CHO«ffl)E2r^^L./;79;^3^5mM EDTA/PB 
ST-a?f, 5mM EDTA/PBST-$iflaSr|ilJ*iL, ii'DLTTOSrlllltZ, 2 5mLO 

KW^>■PS^ffl''^'•y7r- ( 5 0mM Tris-HCl, pH7. 5, 5inM EDT 
A. 0. 5mM PMSF (»7K*i^ttS) , 2 0/^g/mL 1 e u p e p t i n C-^. 
r^l^Sf55E)rS!) , 0. lA(g/mL p e p s t a t i nA C^rf-HSf^SB^) , 4 
MS/mL E-64 C^r-J-HlJfJg^ffSJ) ) ^f'J bD>-$rfflV^*±T-** v-'-^ 

-<XL-^^( 1 2. 000 rpm. 15#x3|51). ClilSr, ;l;a[}^filjS't«t3T4-C. 1 
. OOOg, 1 0:»i®'C^L- ±JtS:l5liRL7t. ^^:^^r2 5mL^0lla^i•Pi^ffl>'^'•y7T- 

^, ^aS'L^f-i-rc^j-^L. 4r, 100, OOOg, 1 ^^'t^LJt. '^W-y h 
Sr::i'^MiO)lB^i-ISi8ffl>'\--y7r-(c®>iL, y-yay (^^S) ^^ti^'-f^-T-grfflv^ 

( 2 ) 7 -y bMo T 7 T 0 2 25^c H omimmwzm-hmm^t-^^(7)t^-mmmwi 

r>y-b>fffl>'N* y7r- ( 5 OmM T r i s -HC 1 , pH7 . 5 . 5mM EDTA 
. 0. 5mM PMSF, 20/xg/mL leupeptin. 0. lus/mL 
pepstat i nA> 4A(g/mL E-64, 0.1% '>£^Jtll?fT;l'rS 1 0 



(110) 
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mM M g C 1 2 ) SrfflV^T . v -y hSOT 7 T 0 2 7.WkO H OfflfficOKH^i-tiS^iRa 
0. 7 5//g/we 1 1 , Y-RFRP-33-H«iEtWii»»Sl00pMfc^:$J:3 
#S?Lfv:. IS^-^{±. 1 0- 2 Mi^tWl 0- 3 M<0;^h-y:?^?ffi5r, itJffiS*^! 0 
-5M, 10-6 M. 10-7 M. 10-8 10-9M. 10-1° M, lO"! > 
M fc ^rS J: 3 T -y -fe'f ffl/N'-y 7 r-TftJR ^^Sfi^^ffl t LT»i8S 1 0 - 5 M 

wmm. nmmm-^ms.. :^^-&ffltLTr-y-fe'fyN-7r-s:5 0;u i^j-au. s- 

KiiSI«cf&5?«E2 5// 1 Sr^UTflBfa. 7-y hMOTTTO 2 25eSCHOSBM!B 
:»-jgaE2 5At 1 S:4i-aLT«li¥. MSl^ia^^ V^i^-hL^t. dh.*. 9 6;itr^ 
-hffl-fe/U^N-^:^:?- (.'N*-y*-K) S:ffl>r->T. gfc^ffl^N* y7T- ( 5 OmM Tr i 
s-HC 1 , pH7. 5) T*^i6S'5-li-Jt:3--7-r;W:?- (>'N-df>x;l'V-) (C^L. 

5 0/i h-yrX?'>>'h (>'N'-y;!?-H) T-Scl*vSttSrS!^U, SiST'T-rJ'S-Jg 

«fL/i. 7-yhMOT7T0 2 2lcStt«.ISStfl:-&lft)Oi^aS^S1i ( IC5 o<i) 2" C 
S3) (l^-^-. 



Ilii0ll8<7)fl:-g-!|*l <lAiM 

iat«?l5 0£Ofl:^!8S <lAtM 
llilS«8 5<?>ft:^ <ljtxM 

::*tJ: 0, ( I ) Ji7 -y hSRFRPSSmc^fL-TtffiitTtiSliiffffl 

[0066] 

ail0i4 RFRP(^Jlll«±#f^ffl 

RFRPfcUT. 4r^*>$itSr$yBffi5«<om5 6#S (Ser) -HQ 

2Sa (Phe) <7)r5ylffl?iJ*^4>=5rl>hhRFRP-l (37rSyK) SrHV^Jt. Jil 

T> ^<^r-?-H?:RFRp-i tieie-r^. 

RFRP- 1 W3|5lflft4-fc:J:«.Jfil«ttfc:SJr^»«Sr«!ltri.^i6, i*?TttTfiailffl 

iO#ffi$r1foy;:. ^**Wi stari^tt^yh (^r^S3 1 0~3 5 0 g ) 
^>'^-;^t-^'-/^5 Omg/k zcmS^mm-^ZXWS^Lti. Sgijfflv-C y H£0±CWffitCSI 

SO. 9 mm, SSKf^Blf) 2-*1;3 0 c mCO^S tW? , 2 0 0#fi[/m 1 ^tkv/n'U 

«4irfl8<r)ST«-jitTagi5 cfrw) iosais-ii^. 

(ea-Bffef#-5T , R F R p - 1 ft^iirtcfflji i m 1 (r>^v^}V9 V ymmmi: 2 5 
y-v-'ast^t (v^-mt-f/i-^a) srfflv^T3 0 0At lioiiiijasr^L;^. mmsm^m 

±t?>t:if>. &StfSiZ(tfib3ms/m\ EDTA^-g-tfSOOKIU/ml apr 
ot i n i nmSLt:3MlXtLXii^^fz. i^^milMAitfMRF RP - 1 ( m) ^ 
r^m^) ( 17,80. 170nmo\) )<7)lmL^mi£&mrmi:f'^- 
yjrO lmL/KgT»l^-^L3t. »|gS-^ram^»^0. 5, 15. 30. 6 0 

i^mzmnmii o 3 o o/^ i -roSintTt. mu^ontiaEw^ssaj^aBi'C^ (mr - 

15 0. hS-afX) SrfflV^TS'Q* ( 1 3, 00 0 rpm. 5^) ±tn (sm) 
SrHiRL^t. It+://W3-;^ilKJ4. ^s^'H^-^ ^^^3 5 0 0 (FUJIFILMtt) i 
m^'^Xmmtfz. im2^-fri:<RFRP-l lOnm© l/kga.^g<i^SAia 
ym^mtZitL. »m&^5j^tiJ:X/\ 5-S^miZ^M^j: (P<0. 05. n=4) Jlll+^^ 



I C 5 0 'iS 

<l/zM 

< 1 juM 
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[0067] 

WSkm 5 R F R P com^^/l-:^ ::fy'!&iiHmi^m 
R F R p - 1 ojfii+^^;P3 -;^i8S±#f^ffli-ov%T ^(Oji ii -XM, imi-rhtz»> . 

'J V«JKlC*t-r S R F R P - 1 c7)|^§{coV -iTent Lit . ^?*W i s t a r i^Jttt 7 

•y h ( Wjii#*fi3 1 0-3 5 0 g ) {cit La*^T^i)TS5JlILffl<o^^^To/t. 

1*->T*»<9,RFRP-1 1 m 1 nv^V9 U yfflaStffifc 2 5 y-i^it 

. iil*ISlC{i'fi^3mg/m 1 EDTASr-t-t;3 0 0K I U/m I aprotini 
TimS.i-iM\XtiXii\^ti. :WS^a:ft<i**^<iRPRP-l<04aAS7j<»»?K ( 

8 0 n m o 1 /m L) S-f-j.-P'J: •? 1 m L/K s^mUtk^-LfZ. 

*>t> 1 . 3 . 5 , 1 5mBzm^mi. 0 3 0 0 XX 1 -f oSjfa t^. ^JflLU^CJfll?St±(«aii5 

j$}^3S't« (MR-1 50. hS-iKX) ^fflV^TiS't^dS, 000 rpm. 

9i^'5l-r'f y Y-rm^) > jfii*-^ i; yw&\iv -vV^yx^jyv 25 i ] , r 

•y-fe'f 5^Xf-A ( Ame rsham Biosciences) ^fflV^TSl^Lfc. 02 
tcS^-r r i: < R F R P - 1 J5-^S{i^S:tm*S-^SPt:ik L . S-^ 2 Wm.-^M ( p < 0 
.01) ^:JfiL+^^/P*:r>jgjK<o±#A*l2to4>ix, S45^^f*Cfev^t:t*g ( P<0 . 
0 1 ) ^j:±mimtLtz, ~:fi. Jfll4"f V^^y V«JK«RFRP- la-^fc J: I.^J4i2 
tbhti^xi}^r>ti (113) . ::*i'^£7)^«*5J:t^RFRP-1^4PT-(i, jfil«;/;l^;&:J">- 
aiK<0±#O^tCJt+://l^3-;^jflUKi0±#**l,<iil|.wi:*»'5>, RFRP- l»MS-§- 

[0068] 

^WI6 RFRPi0iB^-g4ffi3i#ffl 

RFRP?*igA««*tCJ5S*UTV^SC:t*><i>. RFRPOSeEf^tSl^ttOlBIg • 
|g:ft^OK-^2reil«-S3t«>. RFRP-l<^IKMrtS4-lwJ:S#^*5*>0iS®l (cue 
d fear c o n d i t i o n i n g ) T^Of^BSrSiWLi'S. i s t a r^Bt 

tt7>yb (^^«:S28 0~3 20g) S:^>'^>'^';^t':J'-;^5 Omg/k g(?)^F«9 

yi}^^3. 3mm&<Lt:. mS^^irnHiL. mmmzi!f>( V/l-^-UAG- 1 2 (rt 
go. 4mm, n^O. 5mm, x-f $:«a6aO;ti^lC#f4ffl H U/P^ffl^^T-S-t 

j^sratt^t. tfz. ^(ommAmrnizryyij-t'x^mtbtz. x^-yi^xm^^ yh-^l 
-u. AG-12S-. ^ff)9twmm<r>±.mz^^hi:o\,znxLfz. 

Pax i no s tWa t son (1 986) h 9XtCfiev\ rP^-^J: 0, AP : - 
0. 8mm, L: 1. 5mm, H:4. 5mmi: L;t. H;*-jL-M±eiagfJ^Ji: 
#^ffl-fe^>'ht5iiXry*-h'xT-siS*lca€Lyt:. ;«f'f Y:^-z>.-VizliX'ry\^ 

AD-1 2 (il-SO. 35mm, X^HAtt) 2rlfAL, ^-VT 
■f^h (x^3Att) X-m'&Lfi. m^k. y-/Y\imAffiir-i;X'mnVfz. m^HSISr 

?jx2»mmitLr.zm. s oim<^mii^z.fcm.mz^m^Wi2 . 5mAS:2S^-5- 

;c2 8#'g|co«:,g.^-^;t^^:^>f^?;^Sr5lHlM'9JiL/^ m5^lSi) . 2^'t^ 
y-'^-mzmS.tfzm. Ttcoy-i^lzmttz. mz^rPf.h-t-yi^sytLXlMihU-- 
yi^(^2A^fm (IBi) iJj:l/4 8^I^Sfc (2Ba) y •yV^V\^--y^t 
|3It^i'WN'-lcAilT3 0#rao^Mja2:5lHlNU-xy^tl^t^'-f SV-^/T-^;?. 
. f-^VA'-t-AixTA-A, S^a-^i^illSrfi^Lfc. *TiftP*fJi, K?fy7 hP r e e z 
eFr ame (Act imetr i c^t) SrfflViTffoTt. 'SMMZi.'O^imi SOT 
<^^Ti^*^^$i^^>:J©^^7U-i^'>'^5^i:^aL.3t. RFRP-1 (SnmoDisilf 
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-rrt < RFRP - is-^s<±^sAia*s-^mca:L. y ^)-'j>y<m^2BB\,z 

feV^T^trfiTL-Jt (^SIAia^|cS^g: 4 6. 5%. RFRPa4-P;35. 5%) 

. c:ix^iOSm*>4>. RFRP-i»4E1tjH4flBtffffl^5^::fc3&«ih&»-5it. 

100691 

ISiifiai? RFRP- iS-^7-y V{,zii\fhm.A>y)V^-y^iii.xfi^)Vt^>-mLlM-<^ 

«3RWi s t a r^ffitt5 -y h (^^«jS3 0 0-3 5 0 g ) S-'<>'h/N';Pb-:J'-;P 
5 0ms/'^s<^mm.mk^-l,ZXWmLtz. BgUffl/N'-yHcOilClfffitCll^L. :£{il<7)S 
ffMSrSffi$-ti-?'c. ^Jf'JXf-VV^i-ySPS 5 (rtSO. 5mm, i'hSO. 9mm, 
SBSf^Blf ) S-*!j3 0 cm<^:5$(C«)0 , 2 0 0*{ii/m 1 <r)^y;U 

mk-m^-iXU^h. ^pys OtO-fb-^frS-^-mr^^fflJIl m 1 £?)-y'<;P:J' V ^fflaSt 

mum^:r-:r{,z\i. Me£smi'^±'i'hti^.mmkz\t=^tb3 mg/mi edt 

ASr-S-tl3 0 0 KlU/ml a p r o t i n i n^JgSr 3/i 1 AixTtSVi;^. 
S:ftJg*S7t{4llteCT5 0<7)^t^S:, ±«:*Sitm*<?5Ji»L^i-7'J:0 0. 2, 1 
. 5mg/kgT-»li^-5-t?t. IUtM50iD{t^ag-¥-5i)-«bCRFRP-l ( (») 
^r^KWItBf) S-30nmo l/mL/kgT'»llKS4-L, ^(Titk^-^^tf'hO . 2, 

5 , 15, 3 o^mzm^uii 0 3 0 0 1 -fo^jn l;^. ^ L^vrjfiiffitigaitisaj^ai 

^KM (MR- 150, h5-»X) ^fflt>TjI't (13. OOOrpm, S^MB) t. 
±J|| (JtiBi) ^rSIRL/i. ^'^^li'n-xmmt. ^i^'H^'f irA3 5 0 0 (FUJIF 
I LMtt) Srfflt^Tffl^LTt. Jfll*^';l-;* :^ VjRgJi^/P;* :J'>'^ -y h r||-j (11-7 
=J:t7-fVh-rm^) ^fflV^-Cffl^LJt. @5J;5rrri:<SISfeM5 0tfDfl:^<li^4- 
SfliJtSSPtcltL, fflfitS#fi<){cRFRP - ItciSjI+^^/Wn-^atKi^Sr^iaiL., 
5 m g/k gS-^PT-{±R F R P - 1 J: l.il4'^^^P3-;^i8«<0±#f^ffl Sr^S ( p < 
0.01. n = 4 ) izi/m Lti. ttz , zeo^j^'Pf^iUA ^yW&nm 6 fcr^r t 

< wfifi^ 5 0 cofli^iM$-§-s{4ifiip(cii; L , mAmmiz r f r p - 1 i & m+^^/i' 
^^ymm±mi:m\L. smg/k gs-^sr-jiRFRp- 1 t^i^jm^^^/i-^rfyai 

ftiO±»f^ffli&RFRP-lS4-2:»- (P<0. 0 5) ISit^StJJ-a (p<0. 001) 

iz^nmifzmmLfz. 

Z.tlhcr)^SU3^h. mm 5 0 mL-^miR PRP-ltCie Jt+^^/l^;^ d'y«SO± 
100701 

wmms '^^Mz^\fhmmi/^m ( s p- i tsena) 

•^■rXr^yxP ( S P ) O^Ft6< tSITKWS-^ (intrathecal inje 
ct i on : i tS-5-) CJ:0?l#iSC:$ix«.<51t^t=*trSRFRPS?Sftr>':J':f 
-:^hco««f^ffl^W^. f^tiSjittJOICRv^x (rf') SrlSlOEEffiffltfc. 
v>>;^Srx-7^;U^TTi?g5«OSJtS-iajiam3^ISIJiUbcOlHia^ia$'fcv^f^^^ -^-^x 

9yxp {sp) i^msns^Mzmi^v. lo ng/5AtL/v'>x-c«a^^:BrFiB 

I*9lft4- (L5-L6ISI) U;t. ^msm^iiifmimsOffy^-^i^-rfx^yy^P ( 
S P ) tcOS-^^fSt LT 1 , 3 , 1 0 g/-7'!7^(r)ffl»T'«|S< tlTFKrtft-^L^^ 
. S4-Sa*»'^.V'>X*STffiSSSr3£5:{c«tfEiStSrl:a-ia«-aiL, -etOBjaSriJ-r^rJ'i^ 
7.P (SP) l=J:Slgtt®iRJ&0*giltL^. iSS, ll»ttS4-^i:ffll^#^^2A-«TV^ 

a4t::^-ttRtclUSfifi5 0<?Mt-&i|%«±, Steit^l Ox/g/v^^^t^-^iJ: 0^=2: 
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( p<o. 0 1) m^mm^com^-i^^^ii. m&m^mzv:rxis^yxp < sp ) 





(ug/-7^X) 












75. 9 ± 


4. 


4 




1 


71. 8 ± 


5. 


1 




3 


18. 6 ± 


4. 


1« « 




1 0 


0. 0 ± 


0. 


0« « 



[0071] 

[0072] 

[011 RFRP- 1 S'fcJPKTO^-y htCtfMJx-^t:^l^«Jlll+^^;l'3-:^jaKcO» 
^i)i'<.^fe«^5^-^-. (-0-) (i^a«!S^-^», (-A-) {4RFRP-1 

1 nmo l/kgJS-^PfcJ:?/ (-■-) {4RFRP-1 1 Onmo 
<7)M.^y)V3-xmim:m-t. mi^^i^±Wmmm. (mean±SE) (n = 4)2:5^ 

[^] RF RP- 1 5rtelB»Ttf05 -v V\.zmmik4-Ltzm<r>M.'¥y)Vtd[y^n^ 
SrP^fcSmSrS^r. H*. (-0-) {4^a:fe^g*S-^8P. (-A-) {4RFRP- 1 
1 nmo l/kgfii-^P*JJ:t^ (-■-) «iRFRP-l 1 0 nmo 1 /k gtft4-» 
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•f, **«i^a:feS*S-§-Pt=Jt'<-C. Pffl^JO. OlOTTJ)Swt2:^-r. 

[031 R F R P - 1 S:«|«»T<09 -y h l=»)!lRift4t^clSOjlll*'f U vmK<OSa!) 
2rii^/iigm^^-t. 0+, ( (-0-) (-A-) {±RFRP- 

1 1 nmo l/kgS-^PiJii; (-■-) J4RFRP-1 lOnmol/kgS-^ 
SOJJl*>f y «{iTi^ffl±SJJHiS (mean±SE) (n=4)«' 

[043 RFRP-1 (-♦-) fcil^^aftJe* (-0-) Srlii3MrtCS-^Uwmf<0« 

[053 mmT<r)v-y hl,zmm5 0m.-^^inm&^-L, -e<7)5^i-m(CRFRP- 
lSr»|lRSi4tfe|g<0Jlll+:/;P3-A«jKoS3»*Sl^iem^5^. (-0-) 
(-♦-) ti^WlSOO-fk^O. 2mg/kgft-^S, (-A 
-) <±^fi^5 0<0^ti^lmg/kga-^iffeJ:tX (-■-) (i^e^jsocO^b^S 
m g/k g«-^S<^j|ll4'^'/l'3-AjilK$- R F R P - 1 SrS-^B#A*»^><7)^lftfflr^-r. 
mt'^i^m+Wmm^ (mean±SE) (n = 4) Sr^-f. * »4^Jl:fe*§*S^ffiftCifc 
'^TPild^'O. 0 **{±5fea:feJe*S-^Sft^it^T, Pe*<0. 0 lOT, ** 

*li^S:&S*f54-Ptcib^TPffi*J0. 00 lWTT'i>-S.::i:^^-r. » 

[ 116 ] mm'T(r>y -y V \,z%mm s o nit-^^-^mw&.^- ^mz r f r p - 
i^mmn.^Lrz^<^mppy)Vi}-:fymm(r>^-km'<^zt^^^:^-t. n*. (-o-) 

M^m^^^^-m. (-♦-) tiUJIWISOcO-fk^iiUO. 2 mg/kgtS-^p, (- 
A-) {4^^5 0OYl:^lmg/kgSJ?-l¥fcJ;t/ (-■-) (iHSSMS OO-ft-^ft 

. ffi<4¥J^<i±mmiIII (mean±SE) (n = 4)SrS^. * \±^m&.m^H-mz 
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